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=> f ile_caplus; d que 117; d que 118; d que 119; d que 124; d que 127 

(F TL"E"~~'CAPLUS '« ENTERED AT 18:21:10 0^,02 A PR_?Q03 

USE-IS SUBJECT TO THE TERMS' OF YOUR STlFcUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2003 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 2 Apr 2003 VOL 138 ISS 14 
FILE LAST UPDATED: 1 Apr 2003 (20030401/ED) 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 



L16 



47995 SEA FILE=CAPLUS ABB=ON 
304 6 SEA FILE=CAPLUS ABB=ON 
66 SEA. FILE=CAPLUS ABB=ON 
25 SEA FILE=CAPLUS ABB=ON 
flTSEA FILE=CAPLUS ABB=ON 
L- - 



PLU=0N CATTLE/CW 

PLU=ON RUMINANT /CT 

PLU=ON BOVIDAE/CT 

PLU=ON TEST KITS/CT (L) PREGN? 

PLU=ON L16 AND (L6 OR L7 OR L8) 



L5 5 SEA FILE=CAPLUS ABB=ON PLU=ON BO PAG? 

.Lll 47611_SEA FILE=CAPLUS ABB=ON PLU=ON PREGNANCY /CT 

r"L18~ i 2 SEA FILE=CAPLUS ABB=ON PLU=ON L5 AND Lll 



L3 4 6 SEA FILE=CAPLUS ABB=ON 

ANTIGEN 

L4 58733 SEA FILE=CAPLUS ABB=ON 

L5 5 SEA FILE=CAPLUS ABB=ON 

L6 47995 SEA FILE=CAPLUS ABB=ON 

L7 304 6 SEA FILE=CAPLUS ABB=ON 

L8 66 SEA FILE=CAPLUS ABB=ON 

L10 860 SEA FILE=CAPLUS ABB=ON 

L14 23 SEA FILE=CAPLUS ABB=ON 

OR L8) AND L10, 

CX19 \ 4 SEA FILE=CAPLUS ABB=ON 

v - - SX 



PLU=ON PREGNANCY (5A) ASSOC I AT? (2A) 

PLU=ON PAG# 

PLU=ON BOPAG? 

PLU=ON CATTLE/CW 

PLU=ON RUMINANT /CT 

PLU=ON BOVIDAE/CT 

PLU=ON GLYCOPROTEINS/CW (L) PREGNAN? 

PLU=ON (L3 OR L4 OR L5) AND (L6 OR L7 

PLU=ON L14 AND BIOCHEMICAL METHODS/SC, 



L3 4 6 SEA FILE=CAPLUS ABB=ON 
ANTIGEN 

L4 58733 SEA FILE=CAPLUS ABB=ON 

L5 5 SEA FILE=CAPLUS ABB=ON 

L6 4 7 995 SEA FILE=CAPLUS ABB=ON 

L7 304 6 SEA FILE=CAPLUS ABB=ON 

L8 66 SEA FILE=CAPLUS ABB=ON 



PLU=ON PREGNANCY (5A) ASSOCIAT? (2A) 

PLU=ON PAG# 

PLU=ON BO PAG? 

PLU=ON CATTLE/CW 

PLU=ON RUMINANT/CT 

PLU=ON BOVIDAE/CT 
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L10 


860 


SEA FILE=CAPLUS ABB=ON 


PLU=ON 


GLYCOPROTEINS /CW (L) PREGNAN? 




4414 


SEA FILE=CAPLUS ABB=ON 


PLU=ON 


EARLY PREGN? 






SEA FILE=CAPLUS ABB=ON 


PLU=ON 


(L3 OR L4 OR L5) AND (L6 OR L7 






OR L8) AND L10 AND L20 






L3 


46 


SEA FILE=CAPLUS ABB=ON 


PLU=ON 


PREGNANCY (5A) ASSOCIAT? (2A) 






ANTIGEN 






L4 


58733 


SEA FILE=CAPLUS ABB=ON 


PLU=ON 


PAG# 


L5 


5 


SEA FILE=CAPLUS. ABB=ON 


PLU=ON 


BO PAG? 


L6 


47995 


SEA FILE=CAPLUS ABB=ON 


PLU=ON 


CATTLE /CW 


L7 


3046 


SEA FILE=CAPLUS ABB=ON 


PLU=ON 


RUMINANT /CT 


L8 


66 


SEA FILE=CAPLUS ABB=ON 


PLU=ON 


BOVIDAE/CT 






SEA FILE=CAPLUS ABB=ON 


PLU=ON 


EARLY PREGN? 


L25 


15 


SEA FILE=CAPLUS ABB=ON 


PLU=ON 


(L3 OR L4 OR L5) AND (L6 OR L7 






OR L8) AND L20 








SiEA ' FILE=CA'PLUS ABB=ON 


PLU=ON 


L25 AND (CONCEPTUS OR EARLY OR 






RETINOL OR ALPHA) /TI 







=> s_JJ,,7 or 118. or 119 or 124 or 127 
■-■ziT~i ; 17 1317 OR L18 OR L19 OR L24 OR L27 

=> file medline; d que 133; d que 137; d que 14 0 
FILE 'MEDLINE' ENTERED AT 18:21:46 ON 02 APR 2003 

FILE LAST UPDATED: 2 APR 2003 (20030402/UP) . FILE COVERS 1958 TO DATE. 

On June 9, 2002, MEDLINE was reloaded. See HELP RLOAD for details. 

MEDLINE thesauri in the /CN, /CT, and /MN fields incorporate the 
MeSH 2003 vocabulary. See http://www.nlm.nih.gov/mesh/summ2003.html 
for a description on changes. 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 



L28 209481 SEA FILE=MEDLINE ABB=ON PLU=ON CATTLE/CT 

L2 9 1227 SEA FILE=MEDLINE ABB=ON PLU=ON RUMINANTS /CT 

L31 25 SEA FILE=MEDLINE ABB=ON PLU=ON 

L33 0 SEA. FILE=MEDLINE ABB=ON PLU=ON 



PREGNANCY ANTIGEN/CN 
(L28 OR L29) AND L31 



SEA FILE=MEDLINE ABB=ON PLU=ON BO PAG? 



L28 209481 SEA FILE=MEDLINE ABB=ON PLU=ON 

L29 1227 SEA FILE=MEDLINE ABB=ON PLU=ON 

L30 15151 SEA FILE=MEDLINE ABB=ON PLU=ON 

L32 365111 SEA FILE=MEDLINE ABB=ON PLU=ON 

L35 4 93184 SEA FILE=MEDLINE ABB=ON PLU=ON 

L36 257 SEA FILE=MEDLINE ABB=ON PLU=ON 

L4 0 10 SEA FILE=MEDLINE ABB=ON PLU=ON 



CATTLE/CT 
RUMINANTS /CT 
PREGNANCY, ANIMAL /CT 
GLYCOPROTEINS+NT/CT 
EARLY 

(L28 OR L29) AND L30 AND L35 
(L28 OR L29) AND L36 AND L32 



140 

14 L37 OR L40 
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=>.file embase; d que 150 
jFi'LE ' EMBASE ' ENTERED AT 18:22:27 ON 02 APR 2003 
'^COPYRIGHT (C) 2003 Elsevier Science B.V. All rights reserved. 

FILE COVERS 1974 TO 27 Mar 2003 (20030327/ED) 

EMBASE has been reloaded. Enter HELP RLOAD for details. 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 



L41 79000 SEA FILE=EMBASE ABB=ON PLU=ON CATTLE+NT/CT 

L42 116792 SEA FILE=EMBASE ABB=ON PLU=ON BOVIDS+NT/CT 

L43 10131 SEA FILE=EMBASE ABB=ON PLU=ON PREGNAN? (5A) EARLY 

L45 149810 SEA FILE=EMBASE ABB=ON PLU=ON GLYCOPROTEIN+NT/CT 

L4 6 52 SEA FILE=EMBASE ABB=ON PLU=ON PREGNANCY (3A) ASSOCIATED (3A) 

ANTIGEN 

L4 7 3 SEA FILE=EMBASE ABB=ON PLU=ON BOPAG? 

L4 9 11 SEA FILE=EMBASE ABB=ON PLU=ON (L41 OR L4 2) AND L4 3 AND (L4 5 

OR L4 6 OR L4 7) 

'L50 : 4 SEA FILE=EMBASE ABB=ON PLU=ON L49 AND (PAG OR EARLY) /TI 



=> Eile biosls; d que 160; d que 161; d que 162; d que 164 
.FILET'BIOSIS' ENTERED AT 18:22:48 ON 02 APR 2003 
'COPYRIGHT (C) 2003 BIOLOGICAL ABSTRACTS INC. (R) 

FILE COVERS 1969 TO DATE. 

CAS REGISTRY NUMBERS AND CHEMICAL NAMES (CNs) PRESENT 
FROM JANUARY 1969 TO DATE. 

RECORDS LAST ADDED: 26 March 2003 ( 2003032 6/ED) 



L51 87052 SEA FILE=BIOSIS ABB=ON 

L52 12088 SEA FILE=BIOSIS ABB=ON 

L53 479700 SEA FILE=BIOSIS ABB=ON 

L55 5 SEA FILE=BIOSIS ABB=ON 

L58 10179 SEA FILE=BIOSIS ABB=ON 

L60 - 1 SEA FILE=BIOSIS ABB=ON 

AND L55 



PLU=ON CATTLE 

PLU=ON RUMINANT 

PLU=ON BOVID? OR BOVINE 

PLU=ON BOPAG? 

PLU=ON PREGN? (5A) EARLY 

PLU=ON (L51 OR L52 OR L53) AND L58 



L51 87052 SEA FILE=BIOSIS ABB=ON 

L53 479700 SEA FILE=BIOSIS ABB=ON 

L57 69 SEA FILE=BIOSIS ABB=ON 

ANTIGEN 

L61 . . 2 SEA FILE=BIOSIS ABB=ON 



PLU=ON CATTLE 

PLU=ON BOVID? OR BOVINE 

PLU=ON PREGNANCY (3A) ASSOCIATED (3A) 

PLU=ON L51 AND L53 AND L57 



L55 
L62 



SEA FILE=BIOSIS ABB=ON 
SiEA FILE=BIOSIS ABB=ON 



PLU=ON 
PLU=ON 



BOPAG? 

L55 NOT RABBIT/TI 



87052 SEA FILE=BIOSIS ABB=ON PLU=ON CATTLE 
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L52 12088 SEA FILE=BIOSIS ABB=0N PLU=0N RUMINANT 

L53 4 7 97 00 SEA FILE=BIOSIS ABB=ON PLU=ON BOVID? OR BOVINE 

L54 954 90 SEA FILE=BIOSIS ABB=ON PLU=ON GLYCOPROTEIN? 

L58 10179 SEA FILE=BIOSIS ABB=ON PLU=ON PREGN? (5A) EARLY 

L63 29 SEA FILE=BIOSIS ABB=ON PLU=ON (L51 OR L52 OR L53) AND L54 
AND L58 

|S&4' j. 'T'El'-i SEA FILE=BIOSIS ABB=ON PLU=ON L63 AND (EARLY OR DIAGNOSIS OR 

v SPECIFIC OR PAG OR OPAG OR GLYCOSYL? OR RUMINANTS ) /TI 

=> s T60 or 161 or 162 or 164 

L76 22 L60 OR L61 OR L62 OR L64 

=> file wpid; d que 167; d que 169; d que 173 
FILE 'WPIDS' ENTERED AT 18:23:31 ON 02 APR 2003 
COPYRIGHT (C) 2003 THOMSON DERWENT 

FILE LAST UPDATED: 2 APR 2003 <20030402/UP> 

MOST RECENT DERWENT UPDATE: 200322 <200322/DW> 

DERWENT WORLD PATENTS INDEX SUBSCRIBER FILE, COVERS 1963 TO DATE 

»> PATENT IMAGES AVAILABLE FOR PRINT AND DISPLAY »> 

»> FOR DETAILS OF THE PATENTS COVERED IN CURRENT UPDATES, 

SEE http://www.derwent.com/dwpi/updates/dwpicov/index.html «< 

>» FOR A COPY OF THE DERWENT WORLD PATENTS INDEX STN USER GUIDE, 
PLEASE VISIT: 

http: //www. stn-international . de/training_center /patent s /stn_guide . pdf «< 

»> FOR INFORMATION ON ALL DERWENT WORLD PATENTS INDEX USER 
GUIDES, PLEASE VISIT: 

http : / /www. derwent . com/userguides/dwpi_guide . html «< 
r L67 i r i SEA FILE=WPIDS ABB=ON PLU=ON BOPAG? 



""0 SEA FILE=WPIDS ABB=ON PLU=ON PREGNANCY (3A) ASSOCIATED (3A) 
ANTIGEN 



L65 22777- SEA FILE=WPIDS ABB=ON PLU=ON CATTLE OR COW OR RUMINANT OR 

BOVINE OR BOVID? 

L66 215 SEA. FILE=WP.IDS ABB=ON PLU=ON PREGN? (5A) EARLY 

L70 31 SEA FILE=WPIDS ABB=ON PLU=ON L65 AND L66 

L72 16 SEA FILE=WPIDS ABB=ON PLU=ON L70 AND (DOMESTIC OR FARM OR 

SERUM OR LABEL OR POLYPEPTIDES OR MONOCLONAL OR MILK) /TI 

'L73 >. '13- SEA FILE=WPIDS ABB=ON PLU=ON L72 NOT (HYBRIDOMA OR CONGLUTIN? 

OR MUS) /TI 

=> s: 167 or 173 . 

L77 13 L67 OR L73 

=> dup rem 175 174 150 176 177 

FILE 'MEDLINE' ENTERED AT 18:24:21 ON 02 APR 2003 
FILE 'CAPLUS' ENTERED AT 18:24:21 ON 02 APR 2003 
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USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 
PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 
COPYRIGHT (C) 2003 AMERICAN CHEMICAL SOCIETY (ACS) 

FILE 'EMBASE' ENTERED AT 18:24:21 ON 02 APR 2003 

COPYRIGHT (C) 2003 Elsevier Science B.V. All rights reserved. 

FILE 'BIOSIS' ENTERED AT 18:24:21 ON 02 APR 2003 
COPYRIGHT (C) 2003 BIOLOGICAL ABSTRACTS INC. (R) 

FILE 'WPIDS' ENTERED AT 18:'24:21 ON 02 APR 2003 
COPYRIGHT (C) 2003 THOMSON DERWENT 
PROCESSING COMPLETED FOR L75 
PROCESSING COMPLETED FOR L74 
PROCESSING COMPLETED FOR L50 
PROCESSING COMPLETED FOR L7 6 
PROCESSING COMPLETED FOR L7 7 
*\l8>- " 56 DUP REM L75 L74 L50 L7 6 L77 .'(14 DUPLICATES REMOVED) 

ANSWERS '1-14' FROM FILE MEDLINE 

ANSWERS '15-28' FROM FILE CAPLUS 

ANSWERS '29-32' FROM FILE EMBASE 

ANSWERS '33-4 4' FROM FILE BIOSIS 

ANSWERS '45-56' FROM FILE WPIDS 



=> d ibib ab 178 1-56 



L78 ANSWER 1 OF 5 6 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



CORPORATE SOURCE: 



SOURCE: 

PUB. COUNTRY: 
DOCUMENT TYPE: 
LANGUAGE : 
FILE SEGMENT: 
ENTRY DATE : 

AB 



MEDLINE DUPLICATE 1 

2003021392 IN-PROCESS 
22415929 PubMed ID: 12527076 

Double radial immunodiffusion as a tool to identify 
pregnancy-associated glycoproteins in ruminant and 
nonruminant placentae. 

El Amiri Bouchra; Melo de Sousa Noelita; Mecif Khira; 
Desbuleux Henri; Banga-Mboko Henri; Beckers Jean Francois 
Department of Physiology of Reproduction, Faculty of 
Veterinary Medicine, University of Liege, Bd de Colonster 
No. 20 B41, B4000, Sart Tilman, Belgium. 
THERIOGENOLOGY, (2003 Mar) 59 (5-6) 1291-301. 
Journal code: 0421510. ISSN: 0093-691X. 
United States 

Journal; Article; (JOURNAL ARTICLE) 
English 

IN-PROCESS; NONINDEXED; Priority Journals 
Entered STN: 20030116 
Last Updated on STN: 20030116 
Pregnancy-associated glycoproteins (PAGs) are antigens synthesized in the 
superficial layers of the ruminant trophoblast. Initially, they were 
identified either as proteins released into the maternal bloodstream 
(where they have applications in pregnancy diagnosis) (PAG1) or as 
molecules binding to the LH receptor (PAG2) . In this study, double radial 
immunodiffusion was used to test the ability of antisera raised against 
different PAG molecules (bovine, ovine and caprine) to react with 
placental extracts from nonruminants (rabbit, cat, mouse, pig, and wild 
pig) and ruminants (cow, ewe, and goat) . Placental extracts from all 
nonruminants tested except rabbit reacted with anti bovine PAG2 (anti- 
boPAG2) . Extracts of ruminant placentas reacted with different 
antisera, confirming the expression of various PAG molecules. According to 
the time at which the placentas were collected (early or middle 
pregnancy) , the reaction differed as regards the thickness, position, and 
number of precipitation lines, suggesting that PAG expression varies as 
pregnancy progresses. Bos indicus and Bos taurus placental extracts 
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exhibited different reactions with anti-boPAG2: a single 

precipitation line in the former case and two lines in the latter. This 
suggests differential expression of boPAG2 related glycoproteins 
in these two subspecies. 

L7 8 ANSWER 2 OF 56 MEDLINE DUPLICATE 2 

ACCESSION NUMBER: 2001504042 MEDLINE 
DOCUMENT NUMBER: 21437879 PubMed ID: 11553911 

TITLE: Gene for porcine pregnancy-associated glycoprotein 2 

(poPAG2) : its structural organization and analysis of its 
promoter . 

AUTHOR: Szafranska B; Miura R; Ghosh D; Ezashi T; 'Xie S; Roberts R 

M; Green J A 

CORPORATE SOURCE: Department of Animal Sciences, University of 

Missouri-Columbia, Columbia, Missouri 65211, USA. 
CONTRACT NUMBER: R37 HD21896 (NICHD) 

SOURCE: MOLECULAR REPRODUCTION AND DEVELOPMENT, (2001 Oct) 60 (2) 

137-46. 

Journal code: 8903333. ISSN: 1040-452X. 
PUB. COUNTRY: United States 

DOCUMENT TYPE: Journal; Article; (JOURNAL ARTICLE) 

LANGUAGE: English 

FILE SEGMENT: Priority Journals 

OTHER SOURCE: GENBANK-U39198 ; GENBANK-U39199; GENBANK-U397 62 ; 

GENBANK-U397 63; GENBANK-U4 1421 ; GENBANK-U4 14 22 ; 
' GENBANK-U414 23; GENBANK-U4 14 24 
ENTRY MONTH: 200203 

ENTRY DATE: Entered STN: 20010913 

Last Updated on STN: 20020313 

Entered Medline: 20020312 
AB The pregnancy-associated glycoproteins (PAG) are abundant secretory 

products of the placental trophectoderm of ungulate species. They are 
structurally related to pepsin, having the capability to bind peptides. 
However, many cannot function as enzymes due to amino acid substitutions 
in and around the catalytic site. Here, we demonstrate that pigs, like 
cattle and sheep, but unlike equids, have multiple PAG genes. One of the 
transcribed porcine PAG (poPAG) genes, the one for poPAG2, was cloned. It 
had a nine-exon organization similar to that of other mammalian aspartic 
proteinase genes with an atypical TATA sequence. A total of 1.2 kbp 
upstream from exon 1 was sequenced. This region shared identity (> 65%) 
with the promoter regions of the bovine (bo) PAG1, boPAG2 and 
equine (eq) PAG genes, but not with other aspartyl proteinase genes, 
including that of pepsinogen A. Nor were there clear similarities to the 
promoters of other genes with trophoblast-specif ic expression. Of the 
different poPAG2 promoter constructs tested in transfection experiments in 
two human (JAr and JEG3) and one rat (Rcho) choriocarcinoma cell lines, 
only the shortest (-14 9 bp) was required to provide full expression of a 
lucif erase reporter. Although this short promoter was not active in Cos-1 
and L-929 cells, it was active in CHO cells, a transformed non-trophoblast 
hamster ovarian cell line. Co-transf ection of Ets2 elevated the activity 
of this short promoter, approximately six-fold in JAr cells, but, 
disruption of the two putative Ets sites did not alter the ability of Ets2 
to transactivate the promoter. In the non-trophoblast cell lines, Ets2 
failed to elicit any response. Ets2 responsiveness may be a common feature 
of most or all trophoblast-expressed genes, although in the case of 
poPAG2, the effect may be indirect. 
Copyright 2001 Wiley-Liss, Inc. 

L78 ANSWER 3 OF 56 MEDLINE DUPLICATE 3 

ACCESSION NUMBER: 2000391364 MEDLINE 
DOCUMENT NUMBER: 20297004 PubMed ID: 10819764 
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CORPORATE SOURCE: 

SOURCE: 

PUB. COUNTRY: 
DOCUMENT TYPE: 
LANGUAGE : 
FILE SEGMENT: 
OTHER SOURCE: 



Pregnancy-associated bovine and ovine glycoproteins exhibit 
spatially and temporally distinct expression patterns 
during pregnancy. 

Green J A; Xie S; Quan X; Bao B; Gan X; Mathialagan N; 
Beckers J F; Roberts R M 

Department of Animal Sciences, University of 
Missouri-Columbia, Columbia, Missouri 65211, USA. 
BIOLOGY OF REPRODUCTION, (2000 Jun) 62 (6) 1624-31. 
Journal code: 0207224. ISSN: 0006-3363. 
United States 

Journal; Article; (JOURNAL ARTICLE) 
English 

Priority Journals 

GENBANK- AF0 20506; GENBANK-AF020507 ; GENBANK-AF020508 ; 
GENB ANR- AF0 20509; GENBANK-AF020510 ; GENBANK- AF020511 ; 
GENBANK-AF020512; GENBANK-AF020513; GENBANK-AF020514 ; 
GENBANK- AF1 92330; GENBANK-AF192331 ; GENBANK-AF192332 ; 
GENBANK-AF192333; GENBANK-AF192334 ; GENBANK-AF1 92335 ; 
GENBANK- AF1 92336; GENBANK-AF192337 ; GENBANK-AF1 92338 ; 
GENBANK-L06153; GENBANK-M73961 ; GENBANK-M73962 ; 
GENBANK-U30251; GENBANK- U 9 4 7 8 9 ; GENBANK- U 9 4 7 9 0 ; 
GENBANK- U 9 4 7 9 1 ; GENBANK-U94 7 92 ; GENBANK- U 9 4 7 9 3 ; 
GENBANK-U94 7 94 ; GENBANK-U94 7 95 
200008 

Entered STN: 20000824 
Last Updated on STN: 20000824 
Entered Medline: 20000817 
The pregnancy-associated glycoproteins (PAG) constitute a large family of 
recently duplicated genes. They show structural resemblance to pepsin and 
related aspartic proteinases. A total of 21 bovine (bo) PAG and 9 ovine 
(ov) PAG cDNA have been identified. Phylogenetic analysis indicated that 
the PAG are divided into two main groupings that accurately reflect their 
tissue expression, as determined by in situ hybridization. In the first 
pattern, represented by ovPAG-2 and boPAG-2, -8, -10, and -11 
(where the numbering is arbitrary and reflects order of discovery within 
species), expression occurred throughout the outer epithelial layer of the 
placenta (trophectoderm) . The second pattern was predominant localization 
to binucleate cells. Ribonuclease protection assays, which allow 
discrimination between closely related transcripts, have shown that the 
expression of PAG varies in a temporal manner over pregnancy. Of those 
bovine PAG expressed predominantly in binucleate cells, boPAG-1, 
-6, and -7 are expressed weakly, if at all, by Day 25 placenta, but are 
present at the middle and end of pregnancy. Others, such as boPAG 
-4, -5, and -9, are expressed at Day 25 and at earlier stages. Although 
not among the earliest PAG produced by the trophoblast, boPAG-1 
has been used for pregnancy diagnosis, particularly in dairy cows, where 
there is a major need for a sensitive method capable of detecting 
pregnancy within 1 mo of conception. It seems likely that some of the 
newly discovered PAG will be better candidates than PAG-1 for pregnancy 
diagnosis . 



ENTRY MONTH 
ENTRY DATE: 



L78 ANSWER 4 OF 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

AUTHOR: 

CORPORATE SOURCE: 
SOURCE : 



56 MEDLINE DUPLICATE 6 

2000106090 MEDLINE 
20106090 PubMed ID: 10641336 

Pregnancy associated glycoproteins' in ruminants: inactive 
members of the aspartic proteinase family. 

Beckers J F; Drion P V; Garbayo J M; Perenyi Z; Zarrouk A; 
Sulon J; Remy B; Szenci O 

University of Liege, Faculty of Veterinary Medicine, 

Physiology of Reproduction, Sart-Tilman, Belgium. 

ACTA VETERINARIA HUNGARICA, (1999) 47 (4) 461-9. Ref: 42 
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PUB. COUNTRY: 
DOCUMENT TYPE 



LANGUAGE : 
FILE SEGMENT 
ENTRY MONTH: 
ENTRY DATE: 



Journal code: 8406376. ISSN: 0236-6290. 
Hungary 

Journal; Article; (JOURNAL ARTICLE) 
.General Review; (REVIEW) 
(REVIEW, TUTORIAL) 
English 

Priority Journals 
200002 

Entered STN: 20000218 
Last Updated on STN: 20000218 
Entered Medline: 20000210 
The Pregnancy Associated Glycoproteins (PAGs) presented in this paper are 
largely expressed in the ruminant placenta. These proteins are classified 
as probably inactive members of the aspartic proteinase family. 
Pepsinogen, renin, cathepsin E & D and chymosine are typical members of 
this family, characterised by the presence of aspartic acids boarding the 
recognition sites. Secreted in the peripheral blood of the pregnant female 
from early pregnancy, these proteins can be used in serological 
tests for establishing different diagnoses. In the veterinary practice, 
these diagnoses are useful for both pregnancy confirmation and follow-up 
of trophoblastic function. The first aspect can help breeders in the 
management of reproduction, while the second one more specifically 
concerns clinicians and researchers wishing to establish a differential 
diagnosis of pathologic conditions affecting pregnancy. 



L7 8 ANSWER 5 OF 56 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



DUPLICATE 



acid 



MEDLINE 
97084790 MEDLINE 
97084790 PubMed ID: 8931124 
Comparative modelling and analysis of amini 
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The pregnancy-associated glycoproteins (PAGs) are secretory products 
synthesized by the outer epithelial cell layer (chorion) of the placentas 
of various ungulate species. The amino acid sequences of eight PAGs have 
been inferred from cloned cDNA of cattle and sheep, as well as of the 
non-ruminant pig and horse. We compare the PAG sequences and present 
results of the three-dimensional models of boPAG-1 and ovPAG-1 
that were constructed on the basis of the crystal structures of homologous 
porcine pepsin and bovine chymosin using a rule-based comparative 
modelling approach. Further, we compare peptide binding subsites defined 
by interactions with pepstatin and a decapeptide inhibitor (CH-66) 
modelled on the basis of crystal structures of other aspartic proteinases. 
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We have extended our analysis of the peptide binding subsites to the other 
PAG molecules of known sequence by aligning the PAG sequences to the 
structural template derived from the pepsin family and by making use of 
the three-dimensional models of the boPAG-1 and ovPAG-1. The 
residues that are likely to affect peptide binding in the bo PAG 
-1, ovPAG-1 and other PAG molecules have been identified. Sequence 
comparisons reveal that all PAG molecules may have evolved from a 
pepsin-like progenitor molecule with the equine PAG most closely related 
to the pepsins. The presence of substitutions at the SI and other subsites 
relative to pepsin make it unlikely that either bovine, ovine or the 
porcine PAG-1 have catalytic activity. Only two of the eight PAGs examined 
(porcine PAG-2 and equine PAG-1) retain features of active aspartic 
proteinases with pepsin-like activity. Our results indicate that in the 
PAGs so far characterized the peptide binding specificities differ 
significantly from each other and from pepsin, despite their high sequence 
identities. Analysis of the various peptide binding subsites demonstrates 
why both bovine and ovine PAG-1 are capable of binding pepstatin. The 
strong negative charge in the binding cleft of boPAG-1 and 

ovPAG-1 indicates a preference for lysine- or arginine-rich peptides. PAGs 
represent a family where the possible peptide binding function may be 
retained through their binding specificities, but where the catalytic 
activity may be lost in some cases, such as the boPAG-1, ovPAG-1 
and the poPAG-1. 
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TITLE: Radioimmunoassay of a bovine pregnancy-associated 

glycoprotein in serum: its application for pregnancy 
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(Unite de Recherche IRSIA) , Faculte de Medecine 
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Journal code: 0207224. ISSN: 0006-3363. 
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DOCUMENT TYPE: Journal; Article; (JOURNAL ARTICLE) 
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FILE SEGMENT: Priority Journals 
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ENTRY DATE: Entered STN: 19920509 
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Entered Medline: 19920420 
AB A sensitive and specific double-antibody RIA for a bovine 

pregnancy-associated glycoprotein (bPAG) is described. The limit of 
detection was 0.2 ng/ml . The assay was specific for bPAG in that pituitary 
and placental gonadotropic hormones and other placental or serum proteins 
assayed in serial dilutions did not cross-react. The RIA allowed 
measurement of bPAG in placental extracts, fetal serum, fetal fluids, and 
serum or plasma of pregnant cows. About 20% of unbred heifers and 
nonpregnant cows had detectable levels ranging from 0.30 +/- 0.09 to 0.50 
+/- 0.17 ng/ml (mean +/- SD) , and 15% of bull sera showed higher 
concentrations (3.01 +/- 1.73 ng/ml) of bPAG or bPAG-like protein. 
Variations among animals was observed in fetal serum bPAG concentrations. 
Bovine PAG was detected in maternal peripheral blood at Day 22 of 
pregnancy (mean +/- SD, 0.38 +/- 0.13 ng/ml) in some animals and at Day 30 
in all pregnant cows. Peripheral serum bPAG levels increased progressively 
to 3.60 +/- 1.73 ng/ml (mean +/- SD) at Day 30 of pregnancy, to 24.53 +/- 
8.81 ng/ml at Day 120, and to 1551.91 +/- 589.68 ng/ml at Day 270. Peak 
entration of bPAG was 2462.42 +/- 1017.88 ng/ml and it occurred 1-5 
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days prior to parturition. After delivery, bPAG concentrations decreased 
steadily to 499.63 +/- 267.20 ng/ml at Day 14 postpartum (pp) , 10.12 +/- 
7.84 ng/ml at Day 60 pp, and 1.44 +/- 1.08 ng/ml at Day 90 pp. The 
undetectable concentration (less than 0.20 ng/ml) was reached by Day 100 
+/- 20 pp. An investigation undertaken in Holstein heifers, Holstein cows, 
and Hereford cows used as recipients for purebred Holstein embryos 
supplied evidence of the influence of breed of recipient and sex of 
fetuses on peripheral .concentrations of bPAG. A herd of 430 
Holstein-Friesian heifers that had received transferred embryos were bled 
at Day 35 postestrus (pe) for measurement of bPAG. The bPAG was detected 
in 287 of 430 serum samples analyzed. By rectal palpation performed at Day 
45 pe, 267 heifers with detectable levels of bPAG at Day 35 pe were 
confirmed to be pregnant as were 3 of 143 heifers previously diagnosed as 
not pregnant by RIA. These results suggest that detection of this 
placental-specif ic antigen in the serum could be used as a specific 
serological method for early pregnancy diagnosis in cattle from 
28 days after breeding. 
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TITLE: Serological detection of early pregnancy in 

cattle and partial characterization of a serum glycoprotein 

associated with early pregnancy. 
AUTHOR: Klima F; Tiemann U; Pitra C; Kauffold P 

SOURCE: JOURNAL OF REPRODUCTIVE IMMUNOLOGY, (1987 May) 11 (1) 31-9. 

Journal code: 8001906. ISSN: 0165-0378. 
PUB. COUNTRY: Netherlands 

DOCUMENT TYPE: Journal; Article; (JOURNAL ARTICLE) 

LANGUAGE: English 

FILE SEGMENT: Priority Journals 

ENTRY MONTH: 198710 

ENTRY DATE: Entered STN: 19900305 

•Last Updated on STN: 19900305 
Entered Medline: 19871015 
AB Sera from heifers prior to artificial insemination (AI), 1-8 days after 
AI, and 7 days after embryo removal were investigated by crossed 
Immunoelectrophoresis (CIE) by use of rabbit antiserum produced against 
bovine early pregnancy serum and intensively absorbed with 

non-pregnancy serum. One precipitation peak appeared in the alpha-globulin 
region when sera of non-pregnant heifers were under study. An additional 
peak could be demonstrated in the same region when sera of early 
pregnant heifers were investigated. By this method 91.5% of 71 sera 
samples were classified correctly to be pregnant or non-pregnant. The 
glycoprotein character of the above two serum components could be shown by 
binding to concanavalin A (Con A) in lectin affinity CIE. Relative 
molecular weights were estimated to be about 70,000 and 80,000 for the 
peptides of these two proteins applying sodium dodecyl sulfate 
polyacrylamide gel electrophoresis of precipitates cut out from 
CIE-plates. As shown previously close relation of this early 
pregnancy associated protein (EPAP) to the early pregnancy 
factor is supposed because of its characteristics and its ability to 
affect cellular immunity. 
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Entered Medline: 19950828 
Inhibin, activin and follistatin are protein hormones with diverse 
physiological roles. The involvement of inhibin in the regulation of 
pituitary FSH production and secretion in adult males and non-pregnant 
females is well established. However, it is unlikely that inhibin plays a 
similar role in pregnancy in ruminants. Inhibin and activin molecules show 
a high degree of structural similarity to potent growth and 
differentiation factors of the transforming growth factor beta (TGF-beta) 
superfamily of peptides and their localization in a range of embryonic and 
fetal tissues indicates that they may thus play a role in development. 
Furthermore, the demonstration that follistatin is also present in a 
number of embryonic and fetal tissues and fluids has further implications 
for the actions of activin to which it binds. The role of inhibin, activin 
and follistatin in early development has yet to be established 
since gene knockout experiments have so far proved inconclusive. During 
mid- and late gestation, high concentrations of inhibin are found in the 
testes and plasma of male fetuses of sheep and cattle. Inhibin may play a 
role in regulating pituitary FSH release in late pregnancy, but the very 
high concentrations of this hormone in ovine fetal testes and in male 
fetal plasma compared with that observed in the fetal ovary and female 
fetal plasma has yet to be explained. The recent observation of high 
concentrations of inhibin, activin and follistatin in amniotic fluid 
surrounding the fetus is intriguing. Excretion via urine or lung liquid is 
partly responsible for the presence of these proteins in amniotic fluid. 
The fetal membranes and the placenta are also possible sources. It remains 
to be established whether these proteins constitute an inactive pool of 
secreted hormone or whether they have other actions in this fetal 
compartment . 
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Entered Medline: 19950206 
AB Cytokines are expressed in a variety of cell types of the reproductive 
system, although in most instances their functions are not understood. 
There are, however, a few instances where a role in early 
pregnancy has been established. First, preimplantation conceptuses of 
ruminant ungulate species, such as cattle, sheep and goat, secrete a 
unique Type I interferon (IFN-tau) . By mechanisms that are still unclear, 
IFN-tau prevents the destruction of the corpus luteum and hence ensures 
the continued production of progesterone which is essential for 
continuation of pregnancy. Most like the IFN-tau prevent lutcolysis by 
modulating the output of a luteolytic hormone, prostaglandin F2 alpha, 
from the uterus. Depsite this involvement in pregnancy, the IFN-tau 
possess similar antiproliferative and antiviral activities to other Type I 
IFN, 1 lambda e.g. IFN-alpha. There are 4-5 genes for IFN-tau in sheep and 
cattle whose promotor regions are highly conserved and distinct from those 
of other Type I IFN. These genens are not virally inducible and are 
expressed only in the trophectoderm (outer epithelium of the developing 
placenta) from the time of blastocyst hatching to implantation. Leukemia 
inhibitory factor (LIF) is a multi-functional cytokine which is expressed 
by uterine endometrium of pregnant mice around day 4 of pregnancy. Female 
mice lacking a functional LIF gene are fertile but their blastocysts fail 
to implant, strongly implicating the cytokine in maternal control of 
implantation. Colony stimulating factors (CSF) are a family of proteins 
(GM-CSF, CSF-1, G-CSF, and IL-3) that stimulate the cellular proliferation 
and induction of terminal differentiation of hemopoietic progenitor cells. 
CSF-1 is expressed in the uterine endometrium of the mouse and human 
during early pregnancy and its receptor, fms, is present on 
trophoblast. The osteopetrotic mouse, which represents a natural 
"knockout" of the CSF-1 gene, exhibits a low rate of fetal implantation 
and poor fetal viability. It seems likely that CSF-1 expression by the 
uterus influences growth and differentiation of the placenta. Although 
different species may utilize different strategies for ensuring 
developmental and endocrinological coordination between the embryo and the 
mother, these three examples illustrate that cytokines are likely to be 
major participants as autocrine factors that direct the events of 
early pregnancy and not simply as modulators of the maternal 
immune system. • 
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AB Follicles and corpora lutea were dissected from ovine and bovine ovaries 
and the RNA extracted and subjected to Northern blot analyses for alpha- 
and beta A-inhibin mRNAs, using bovine cDNA and cRNA probes. A cDNA probe 
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detecting mRNA for cholesterol side-chain cleavage cytochrome P-450 
(P-450scc) was 'used as a positive control. In cattle, alpha- and beta 
A-inhibin mRNAs were not detected in ovarian stroma, which could 
potentially have contained follicles up to 0.5 mm in diameter. 
Inhibin-alpha and -beta A mRNAs were detected in bovine antral follicles 
but after ovulation, the relative levels of alpha- and beta A-inhibin 
mRNAs declined and were undetectable in mature fully developed cyclic 
corpora lutea and in pregnancy corpora lutea from early to late 
gestation of the cow. In sheep, alpha- and beta A-inhibin mRNAs were 
detected in a pool of antral follicles but not in cyclic or pregnancy 
corpora lutea, which did contain P-450scc mRNA. It is concluded that in 
cattle and sheep, follicles and not mature corpora lutea are the ovarian 
source of inhibin. 
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Cow conceptuses were flushed from uteri on Day 17 of pregnancy and 
cultured with [ 3H] glucosamine and [ 14C] leucine . A high molecular weight 
glycoprotein ( HMWG ) having an Mr = 765,000 was isolated by a combination 
of anion-exchange and gel-filtration chromatography. Selective chemical 
and enzymatic degradations were performed. The HMWG was resistant to 
Pronase and peptide: N-glycanase F. Only endo-beta-galactosidase and harsh 
alkaline reducing conditions were successful in dissociating carbohydrate 
from the protein core, suggesting that carbohydrate chains are N-linked to 
Asn and contain beta-galactosidic linkages. The intact molecule could bind 
to an affinity column of Datura stramoniom lectin, suggesting the presence 
of beta (1-4) -linked oligomers of N-acetylglucosamine . The susceptibility 
of HMWG to endo-beta-galactosidase suggests that at least some of these 
oligomers are substituted with galactose to form N-acetyllactosamine . 
Binding of HMWG to lectin could be inhibited partially with 
N-acetyllactosamine or completely with a mixture of N, 

N ' -diacetylchitobiose and N, N', N"-triacetylchitotriose . In summary, 
properties of the HMWG suggest it contains lactosaminoglycan components 
and is almost identical to an HMWG secreted by the Day 16 ovine conceptus. 
Thus, embryos of these two ruminant species secrete similar molecules 
during early pregnancy. 
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AB Immunosuppressive activity was assessed in uterine flushings (UF) and 
•uterine vein serum and plasma from nonpregnant and early 

-pregnant cows, and in media from the short-term culture of Day 18 bovine 
embryos. The preparations were tested for their ability to inhibit [3H] 
thymidine (3H-TdR) incorporation into phytohemagglutinin-stimulated bovine 
lymphocytes. On Days 2-3 (called Day 3), Days 9-10 (called Day 10), and 
Days 17-19 (called Day 18) of the estrous cycle (estrus = Day 0) and 
pregnancy, untreated and superovulated cows were anesthesized and jugular 
vein and uterine vein blood was collected. The uteri were removed and 
flushed to obtain UF and embryos. Uterine flushings were concentrated and 
tested for immunosuppressive activity at 400 micrograms uterine protein/ml 
culture fluid. Uterine flushings from both Day 18 pregnant and Day 18 
nonpregnant cows were immunosuppressive (8/8), whereas Day 10 UF were 
usually not immunosuppressive (7/10) . Day 3 UF were usually stimulatory or 
only marginally suppressive (8/8) . Uterine vein serum and plasma from Day 
18 cows were not suppressive when compared to jugular vein serum or plasma 
from the same cow; neither were Day 18 uterine vein serum or plasma 
suppressive when compared to those same samples taken from Day 3 cows. 
Embryo culture media obtained from the 48-h culture of Day 18 embryos was 
consistently suppressive. The activity was lost after dialysis in 1000-Mr 
cut-off tubing, removed by charcoal, and reduced by protease digestion. 
These results suggest two mechanisms whereby the embryo could escape 
immune rejection: 1) the progesterone-induced secretion of a uterine 
immunosuppressive substance (s) and 2) the production by the embryo of a 
low molecular weight immunosuppressive substance (s) . 
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AB A new hypothesis is presented to explain the mechanism of non-rejection of 
a natural allograft: the mammalian fetus during early 
development. Using the rabbit as a model, it is proposed here that 
uteroglobin (UG., MW. 15,800) synthesized in the uterus during 
early pregnancy, crosslinks with beta 2-microglobulin (part of the 
H-2 and HL-A antigens) on the embryonic cell surface. This crosslinking is 
achieved by the enzyme transglutaminase (coagulation factor Xllla) , which 
has a 4 — 5 fold increased activity in the uterus during early 
pregnancy. The conversion of pre-uteroglobin (Pre-UG) to uteroglobin (UG) 
and pro-transglutaminase (factor XIII) to active transglutaminase (factor 
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Xllla) is achieved by the concurrent increased activity of proteases 
present in the uterus at this time. UG is a dimeric protein with two 
alpha-helices running in parallel and connected by two disulfide bonds. We 
propose that UG molecules crosslink with beta 2-microglobulin in the 
presence of transglutaminase (factor Xllla) . A crosslinked beta 
2-microglobulin-uteroglobin complex is formed which masks the H-2 or HL-A 
antigen of the implanting embryo. Thus, the maternal lymphocytes do not 
recognize the fetal cells as foreign. This mechanism may also explain the 
non-immunogenicity of ejaculated sperm in the uterus, as well as the 
non-immunogenicity of fetal cells found in the maternal circulation during 
pregnancy. At later stages of pregnancy, other proteins and/or hormones as 
well, may play a role in non-rejection of the fetus. However, the beta 
2-microglobulin-uteroglobin complex masking the transplantation antigens 
of the embryo may be the major mechanism for immunological protection and 
non-rejection of the implanting embryo. 
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Pregnancy-assocd. glycoproteins (PAGs) are structurally related 
to the pepsins, thought to be restricted to the hoofed (ungulate) mammals 
and characterized by being expressed specifically in the outer epithelial 
cell layer (chorion/trophectoderm) of the placenta. By cloning expressed 
genes from ovine and bovine placental cDNA libraries, the inventors est. 
that cattle, sheep, and most probably all ruminant Artiodactyla, possess 
possibly 100 or more PAG genes, many of which are placentally 
expressed. The PAGs are highly diverse in sequence, with 
regions of hypervariability confined largely to surface-exposed loops . 
Selected PAG that are products of the invasive binucleate cells, 
expressed highly in early pregnancy at the time of 

trophoblast invasion and expressed weakly, if at all, in late gestation 
are useful in the early diagnosis of pregnancy. In a preferred 
embodiment, the invention relates to immunoassays for detecting these 
PAGs . 
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AB A method and kit for detg. whether an animal is not pregnant, or is 

pregnant following a breeding. The level of expression of a pregnancy 
induced protein is detd. in an animal for which pregnancy status 
information is desired and the level is compared to that of the level in 
animals that are not pregnant. 
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Comparison of the ability of three radioimmunoassay t< 
detect pregnancy-associated glycoproteins in bovine 
plasma 

Perenyi, Z. S . ; Szenci, O. ; Sulon, J.; Drion, P. V. ; 
Beckers, J. F. 

Department of Physiology of Reproduction, University 
of Liege, Liege, Belg. 

Reproduction in Domestic Animals (2002), 37(2), 
100-104 

CODEN: RDANEF; ISSN: 0936-6768 
Blackwell Verlag GmbH 
Journal 
English 

glycoproteins (PAGs) constitute a large family 



of glycoproteins that are synthesized in the superficial layer of the 
ruminant placenta according to a spatial and temporal expression pattern. 
When PAGs are released in the maternal blood they can be used 
for pregnancy diagnosis, pregnancy follow-up and for the monitoring of the 
trophoblastic function. Three different RIA systems (RIA 1, RIA 2 and RIA 
3) using antisera produced against PAG 167 (RIA 1), PAG 5 5 + 62 
(RIA 2) and PAG 5 5 + 59 (RIA 3) were used in this investigation in order to 
measure the PAG concn. in plasma samples withdrawn from pregnant 
cows and heifers during different periods following artificial 
insemination (AI). These systems were able to detect PAG mols. 
in the maternal blood as early as 21 days after AI in different concns . 
(RIA 1: 0.43 .+-. 0.24 ng/mL, mean .+-. SD; RIA 2: 0.48 . +- . 0.24 ng/mL; 
RIA 3: 0.64 .+-. 0.37 ng/mL). On days 32 and 42 RIA 2 (4.30 .+-. 1.32 
ng/mL and 5.56 .+-.1.95 ng/mL) and RIA 3 (4.17 . +- . 1.15 ng/mL and 5.60 
.+-. 1.89 ng/mL) presented significantly (p < 0.0001) higher PAG 
concns. than those of RIA 1 (2.43 .+-. 0.81 ng/mL and 4.01 .+-. 1.48 
ng/mL), resp. After day 21, significant correlations (p < 0.0001; r 
.gtoreq. 0.929) were detd. between the three systems. Addnl. the three 
individual PAG profiles presented in this study showed that 
PAG mols. secreted in the maternal blood between 21 and 50 days 
after AI were better recognized by the RIA 2 and RIA 3 systems. This 
study clearly indicated that the ability of a RIA test to recognize 
PAG mols . in the maternal blood can be improved by carefully 
selecting the antiserum. 
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22 
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RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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Pregnancy-specific protein B (PSPB) , is secreted from binucleate 
trophoblast of the bovine conceptus as early as day 15 of pregnancy. The 
objective of this expt . was to det . if PSPB induced uterine proteins. 
PSPB was purified from day 120 cotyledons using antibody-based affinity 
chromatog. Endometrium from day 14 non-pregnant cows (n = 3) was prepd. 
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for explant (3H-Leu added) culture. Radiolabeled proteins released into 
medium were dialyzed, sepd. using 1D-PAGE, and detected using 
fluorog. and densitometry. PSPB (0, 0.5, 5, 25 & 50 nM) caused a 
concn. -dependent increase in the release of a radiolabeled 8-kDa uterine 
protein. Western blots revealed that the 8-kDa protein cross-reacted with 
antibody against granulocyte chemotactic protein-2 (GCP-2) . PSPB also 
induced release of GCP-2 by bovine endometrial (BEND) cells in primary 
culture. The induction of GCP-2 by PSPB was blocked by addn. of antiserum 
against PSPB (1:4 molar ratio). This is the first indication that PSPB 
has a hormonal role in inducing GCP-2, an alpha chemokine that also is 
induced by interf eron-tau during early pregnancy. 
This chemotactic cytokine may be integral to mediating adhesion, 
inflammation and angiogenesis assocd. with early implantation. 
REFERENCE COUNT: 2 5 THERE ARE 25 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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Bovine pregnancy-assocd . glycoprotein 1 (boPAGl) , also known as 
pregnancy-specific protein B was initially identified as a unique 
placental antigen in cattle by raising antisera against total placental 
proteins in rabbits. Serol . similar antigens have also been found in 
sheep and other ruminant ungulates. Mol . cloning showed that bo- and 
ovine (ov) PAG1 belong to the superfamily of aspartic proteinases, but 
appear to be enzymically inactive due to key mutations around the 
catalytic site regions. Soon after the initial cloning of ov- and 
boPAGl, several other PAG were identified. Here, we attempt to 
est. the no. of PAG-related genes and their products in the ovine 
placenta. The results of our expts. show that there are many PAG genes in 
the ovine genome and many of these are expressed in the placenta. 
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Ubiquitin cross-reactive protein is released by the 
bovine uterus in response to interferon during 
early pregnancy 
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ein has been identified that is secreted by the bovine 

response to conceptus-derived interferon (IFN)-.tau. during 
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early pregnancy. Because this uterine protein was 

similar in size to a human ubiquitin cross-reactive protein (hUCRP) that 
also was regulated by I FN, the authors suspected that they might be 
related. To test this hypothesis, uterine flushings, medium from cultured 
endometrium, and endometrial tissues were examd. for the presence of 
ubiquitin-immunoreactive proteins. Immunoreacting proteins were detected 
through use of 1-dimensional (ID) -PAGE and Western blotting with 
ubiquitin and hUCRP antiserum (1:500). A 16-kDa protein that 
cross-reacted with ubiquitin and hUCRP antisera was released by the 
endometrium and was present in uterine flushings from all day 18 pregnant 
females examd. The immunoreacting 16-kDa protein was absent in all 
nonpregnant females examd. Regulation of this uterine protein by 
recombinant type I IFNs ( rblFN- . tau . , rbl FN- . alpha . , and roIFN- . tau . ) , 
using 0, 0.5, 5, and 25 nm of each I FN, was evaluated in nonpregnant (day 
12) heifers using ID-PAGE and Western blotting. Release of the 
16-kDa protein into medium was negligible in controls (0 nm I FN) . For 
each I FN, a dose-dependent increase in release of the immunoreacting 
16-kDa protein was noted. Thus, the 16-kDa protein that is produced by 
the endometrium in response to IFN-.tau. during early 
pregnancy also shares epitopes with hUCRP and ubiquitin. The 
16-kDa protein has been named bovine UCRP. 
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AB In a previous study, the authors suggested that bovine EPF had a mol . wt . 
of 21.5 kDa because a 21.5 kDa polypeptide was not found in the 
nonpregnant serum, and the isoelec. point was near 5.0 by 2D SDS- 
PAGE using non-equil. pH gradient electrophoresis. The authors 
extended the study to "characterize the biochem. nature of purified bovine 
EPF. As a result, the isoelec. point of bovine EPF turned out to be 6.3 
by 2D SDS-PAGE using isoelec. focusing. Also, the purified EPF 
was not reduced by the addn. of 2-mercaptoethanol , indicating that bovine 
EPF is a monomeric peptide. Amino acid anal, of EPF was attempted, but a 
definitive sequence could not be confirmed. In the present study, the 
crude anti-EPF IgG fraction was purified by adsorption with CNBr-activated 
Sepharose 4B coupled with nonpregnant bovine whole serum. The purified 
anti-EPF IgG decreased the rosette inhibition titer of pregnant serum from 
6 to 3. The Sepharose 4B affinity column coupled with anti EPF-IgG 
effectively isolated the EPF from pregnant bovine serum. 
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AB Endometrial explants obtained from cows on days 13-29 of pregnancy were 
cultured for 24 h in modified min. essential medium in the presence of 
[35S]methionine or [3H] leucine. Proteins synthesized and released into 
medium were analyzed by 2-dimensional PAGE and fluorog. Uterine 
luminal flushings were obtained from cyclic cows (days 2-20 of estrous 
cycle) and early pregnant cows (days 17-22) . 

Endometrial tissues from cows on days 17 and 29 of pregnancy were prepd. 
for immunocytochem. A uterine secretory protein, which consisted of 5 
isoelec. variants (pi 5.3-6.1) of identical mol . mass (23,000 Da), reacted 
Immunol . with antiserum raised against bovine placental retinol-binding 
protein (bpRBP) . Limited N-terminal sequence anal, of 2 major isoforms 
showed that the protein had nearly complete homol . with bovine placental 
and plasma retinol-binding protein (RBP) over the 1st 25 amino acids. 
Through use of bpRBP antiserum, immunoreactive RBP was detected in uterine 
flushings collected from cows in the late luteal phase of the estrous 
cycle and early pregnancy by Western blotting, and in 

medium conditioned by uterine explants prepd. at days 13-29 of pregnancy 
by immunopptn. Immunoreactive RBP was localized in endometrial surface 
and glandular epithelium on days 17 and 29 of pregnancy by immunocytochem. 
These results demonstrate that RBP is a product of bovine uterine tissues. 
The uterine RBP may play an important role in vitamin A transport between 
maternal tissues and developing embryos. 
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AB The isolation and purifn. of early pregnancy factor 

(EPF) in the serum of pregnant bovine is described. The serum of 10. 4L 
was obtained from a pregnant bovine of 8 days after artificial 
insemination. The rosette inhibition titer (RIT) of the serum was 6. EPF 
was isolated using the diaf iltration, ion-exchange chromatog. 

(CM-Sepharose, DEAE-Sepharose) and FPLC-gel permeation chromatog. EPF 
active fraction was recognized in the elute (RIT = 7) of 50 mM NaCl on the 
CM-Sepharose and the unadsorbed fraction (RIT .gtoreq.8) on the 
DEAE-Sepharose. The unadsorbed fraction of DEAE-Sepharose had 4 bands by 
SDS-PAGE anal. The mol. wts. of 4 bands were 23, 22, 21.5, and 
21 kDa resp. Further, the fraction No. 32 of the FPLC had a high EPF 
activity (RIT .gtoreq.8) and the mol. wt . of this fraction was estd. as 
21.apprx.22 kDa. The isoelec. point of EPF was .apprx.5.0 by 2D-SDS- 
PAGE anal . 
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AB The effect of in vitro heat stress on protein and prostaglandin synthesis 
and secretion by bovine conceptuses and endometrium was examd. 
Conceptuses and endometrium obtained on Day 17 of pregnancy were cultured 
at thermoneutral (39. degree., 24 h) or heat stress (39. degree., 6h; 
43. degree., 18 h) temps, in medium supplemented with L- [ 4 , 5-3H] leucine 
(100 .mu.Ci) and arachidonic acid (10 .mu.g/mL) . Radiolabeled protein 
secreted into the culture medium increased with time in both groups. Heat 
stress reduced the incorporation of [3H] leucine into intracellular and 
secreted proteins by conceptuses but did not alter the incorporation of 
[3H] leucine by endometrium. In particular, heat stress reduced by 72% the 
secretion of bovine trophoblast protein-1, the conceptus polypeptide 
believed to cause extension of the luteal lifespan. Two-dimensional, SDS- 
PAGE indicated . that heat stress altered the array of proteins in 
endometrial and conceptus tissues, as evidenced by the induction of 
heat-shock proteins. Endometrial secretion of prostaglandin F and 
conceptus secretion of PGE2 increased in response to heat stress. The 
sensitivity of bovine conceptuses and endometrium to heat stress in vitro 
suggests that infertility assocd. with maternal heat stress may be caused, 
partially, by alterations in signals required for maintenance of the 
corpus luteum during early pregnancy. 

L78 ANSWER 25 OF 56 CAPLUS COPYRIGHT 2003 ACS 
ACCESSION NUMBER: 1988:202285 CAPLUS 

DOCUMENT NUMBER: 108:202285 

TITLE: Characterization of bovine conceptus 

proteins produced during the peri- and postattachment 
of early pregnancy 

AUTHOR (S) : Godkin, James D. ; Lifsey, Ben J., Jr.; Gillespie, 

Barbara E. 

CORPORATE SOURCE: Dep. Anim. Sci., Univ. Tennessee, Knoxville, TN, 

37901-1071, USA 

SOURCE: Biology of Reproduction (1988), 38(3), 703-11 

CODEN: BIREBV; ISSN: 0006-3363 
DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB Bovine conceptuses removed from the uterus during the peri- and 

postattachment periods of placentation (days 17-24 and 26-38, resp.) were 
cultured in a modified min. essential medium in the presence of 
L- [3H] leucine to characterize in vitro synthesis of proteins released into 
the medium. Patterns of protein prodn. were analyzed by 2-dimensional 
PAGE followed by fluorog. of dried gels. Four groups of 

low-mol.-wt. acidic proteins (LMWAP) were obsd. to be synthesized during 
the peri- and postattachment periods. The no. and relative concn. of 
these changed with development. One group (A) consisted of 3 major and 
.gtoreq.2 minor isoelec. species (pi .simeq. 5.8-6.8); these were the 
major synthesized proteins obsd. from days 17-22. The major polypeptides 
of group A were present at all time points examd. through day 38 and, in 
several prepns . , appeared as doublets [mol . wt . (Mr) .simeq. 22,000 and 
24,000] through day 29 but not thereafter. Group A polypeptides from 
day-19 and -36 conceptus cultures were demonstrated by immunoblot anal, to 
cross-react with antiserum produced against ovine trophoblast protein-1. 
A 2nd group of proteins (Al) and a single protein (B) in the 
20, 000-24 , 000-Mr range were obsd. between days 17 and 22. These were 
acidic relative to group A and were not detected after day 22. A 4th 
group (C) of LMWAP (Mr .simeq. 14,000-18,000) was first obsd. around day 
21 and appeared to increase relative to group A through day 29. One 
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protein from this group, C3, was the predominant LMWAP at day 38. Prodn. 
of numerous proteins in the 30, 000-70, 000-Mr range (group E) was first 
obsd. between days 21 and 24. Three of these, E7, E8, and E9, were acidic 
(pi .simeq. 5.0-5.8), with apparent mol. wts. of 30,000-4 5,000, and became 
prominent secretory products around day 29 and times thereafter. A very 
large (Mr >200,000) acidic (pi <4.5) protein was present from day 17 
through at least day 29, and several large (Mr . gtoreq . 100 , 000 ) were obsd. 
around day 24 and afterwards. Group A proteins have been referred to as 
bovine trophoblast protein-1 and implicated in events assocd. with 
maternal recognition of pregnancy. The present study is the first to 
demonstrate continued prodn. of these products beyond day 24, and to 
report qual . changes obsd. in bovine conceptus protein synthesis during 
the early postattachment period. 
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AB The effects of progesterone administration on conceptus development, 
survival, and uterine endometrial secretion during early 
pregnancy in cattle was investigated. Fifty-one cyclic beef cows 
were mated with fertiLe bulls. At 36 h after the start of estrus, cows 
were assigned to receive sesame oil (controls) or progesterone (100 mg) on 
days 1, 2, 3, and 4 of pregnancy. The peripheral plasma concn. of 
progesterone was measured until slaughter on days 5 or 14 . Cows were 
randomly assigned to be slaughtered on days 5 or 14 or remain intact and 
palpated per rectum on day 40 to verify pregnancy. Uteri on days 5 and 14 
were flushed for recovery of luminal protein and conceptus tissue. 
Conceptus and endometrial tissues were cultured with [3H] leucine and 
submitted to 2-dimensional-PAGE and fluorog. Administration of 
progesterone increased peripheral plasma progesterone concn. on day 2-5. 
Conceptuses recovered from progesterone-treated cows on day 14 were 
advanced in development compared to conceptuses from control cows. 
Conceptuses recovered from progesterone-treated cows were viable as 
polypeptides assocd. with maintenance of pregnancy in cattle were 
synthesized and released at an earlier time and pregnancy was maintained 
beyond day 40. Early progesterone stimulation altered the synthesis and 
release of polypeptides from endometrial explant cultures on day 5. 
Apparently, progesterone plays a role in the maternal regulation of 
conceptus growth and development in early pregnancy of 
cattle. 
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Early pregnancy in mammals, esp. farm animals and 
pets, is diagnosed by the detection of protein B, a placental 
membrane-assocd. protein of mol. wt . 47,000-53,000 and pi . apprx . 4 . 0-4 . 4 , 
in, e.g., milk, urine, and esp. serum by, e.g., double-antibody RIA. 
Thus, protein B was obtained from placental membranes of dairy and beef 
cows by homogenization, (NH4)2S04 pptn . , anion-exchange chromatog. on 
DEAE-cellulose, and gel chromatog. on Bio-Gel A 0.5m. Purified protein B 
was conjugated to tetanus toxoid for the prodn . of antisera in rabbits and 
radioiodinated with 1251 for the prepn . of label. The 2nd antibody was 
sheep antirabbit . gamma . -globulin antiserum. In beef cows, the RIA for 
protein B agreed with the diagnosis by rectal palpation in 90 of 102 
cases. The cut off for a pos. pregnancy test should be at least 0.15 ng 
and preferably at least .apprx. 0.25 ng protein B/mL. 
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Effects of the estrous cycle and early 
pregnancy on bovine uterine, luteal, and 
follicular responses 

Bartol, F. F. ; Thatcher, W. W.; Bazer, F. W.; Kimball, 
F. A.; Chenault, J. R. ; Wilcox, C. J.; Roberts, R. M. 
Coll. Med., Univ. Florida, Gainesville, FL, 32611, USA 
Biology of Reproduction (1981), 25(4), 759-76 
CODEN: BIREBV; ISSN: 0006-3363 
Journal 
English 

Uterine, luteal, and follicular responses assocd. with the estrous cycle 
and early pregnancy in cattle were examd. Dairy and 
beef cattle were slaughtered either on day 4, 8, 12, 14, 16, or 19 
postestrus (estrus = day 0). Corpus luteum (CL) wt . , specific PGF2. alpha. 
[551-11-1] binding by the luteal particulate fraction (100,000 g pellet), 
in vitro estradiol (I) [50-28-2] prodn. by the 2 largest follicles, total 
recoverable uterine luminal protein (TP) , total recoverable immunoreactive 
uterine luminal PGF (TPGF) , and peripheral plasma steroids were evaluated. 
In a parallel study, beef cattle were slaughtered either on day 8, 12, 14, 
16, or 19 of pregnancy for measurements of TP, TPGF, and plasma steroids. 
Uterine luminal proteins, from cyclic and pregnant cattle (day 19), were 
subjected to SDS polyacrylamide gel electrophoresis (SDS-PAGE) 
for detn. of protein mol. wts. and protein profile characterization. In 
cyclic cattle, CL regression was not completed by day 19. Follicle I 
secretion varied among animals within single day (4.0-24.0 ng 
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I/follicle/3. 5 h) ; but not among several days. Total PGF2 . alpha, binding 
(fmol/CL) for days 4, 8, 12, 14, 16, and 19 was 14.29, 145.79, 177.34, 
111.82, 174.51, and 199.17 resp. TPGF varied among cycle days 4 (14.4 
ng), 8 (13.9 ng) , 12 (19.7 ng) , 14 (47.7 ng) , 16 (17.4 ng) , and 19 (111.0 
ng) . In contrast, TPGF from pregnant cattle was 481.6 and 1187.8 ng on 
day 16 and 19. TP (mg) in cyclic cattle varied among days 4 (7.34), 8 
(7.03), 12 (4.14), 14 (15.92), 16 (5.88), and 19 (11.35). Mean TP (mg) 
for pregnant cattle ranged 2.73-12.09. Thirty-two protein categories were 
identified in cyclic cattle uterine flushings by SDS-PAGE 
(apparent mol . wt . range .times. 10-3 = 18.7-292.0). Proteins appeared 
with greater frequency later in the cycle than earlier (days 14, 16, 19: 
60% vs. days 4; 8, 12r 45%). Composite SDS-PAGE profiles from 
days 8-12 and days 14-16 differed, suggesting luteal phase stimulation of 
protein secretion. Protein profiles (SDS-PAGE) from day 19 of 
pregnancy differed from day 19 of the estrous cycle, resembled those of 
midluteal phase, and revealed 4 protein constituents possibly unique to 
early pregnancy. Thus, uterine luminal PGF increased 

with luteal phase of the estrous cycle at a time when there appeared to be 
a stable population of specific PGF2 . alpha, binding sites in the CL . 
Higher PGF in utero at days 16 and 19 of pregnancy and changes in TP and 
SDS-PAGE protein profiles may reflect responsiveness of 
endometrium to changes in ovarian status (cyclic) and (or) conceptus 
activity (pregnancy comparisons) . 
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Kiesling D.O.; Ealy A.D.; Roberts R.M. 
CORPORATE SOURCE: R.M. Roberts, Department of Animal Sciences, University of 
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SOURCE: Molecular Reproduction and Development, (2000) 57/4 
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COUNTRY: United States 

DOCUMENT TYPE: Journal; Article 

FILE SEGMENT: 010 Obstetrics and Gynecology 

021 Developmental Biology and Teratology 

029 Clinical Biochemistry 

LANGUAGE: English 

SUMMARY LANGUAGE: English 

AB Pregnancy-associated glycoproteins (PAG) are structurally related to 

aspartic proteinases and belong to an extensive, rapidly evolving family 
of recently duplicated genes expressed in the placentas of artiodactyl 
species. The aim of the present study was to clone PAG from the goat, 
study their temporal and cell-specific expression, and determine their 
phylogenetic relationship to PAG from other species. RT-PCR was used to 
generate PAG cDNA from pooled placental RNA obtained between days 4 5 and 
115 of pregnancy. A total of 11 cDNA, which differed by > 5% from each 
other, were selected for complete bidirectional sequencing from 60 clones 
analyzed. A group of nine (caPAGl, caPAG3-7 (van) caPAG9-ll), which 
displayed >80% sequence identity with each other, were expressed after day 
4 5 of pregnancy and were localized to trophoblast binucleate cells. These 
PAG demonstrated an unusually high ratio of nonsynonymous (amino acid 
changing) to synonymous nucleotide differences. CaPAG2, by contrast, was 
detectable only in early pregnancy (days 18 and 19) 

and expressed throughout trophectoderm . It was of more ancient origin than 
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the PAG1 group,- but more recent than caPAG8 . The latter was expressed at 
all stages examined (days 18 to 115) . The data confirm that many PAG 
genes, with different patterns of temporal and spatial expression, are 
transcribed in the placenta of the goat. The data also suggest that the 
recently duplicated PAG genes are being selected for rapid diversification 
of function. (C) 2000 Wiley-Liss, Inc. 
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AUTHOR: Spencer T.E.; Graf G.H.; Bazer F.W. 

CORPORATE SOURCE: Dept. of Animal Science, Center for Animal Biotechnology, 
Texas A and M University, College Station, TX 77843-2471, 
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SOURCE: Reproduction, Fertility and Development, (1995) 7/5 
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COUNTRY: Australia 
DOCUMENT TYPE: Journal; Article 

FILE SEGMENT: 021 Developmental Biology and Teratology 

029 Clinical Biochemistry 

LANGUAGE: English 
SUMMARY LANGUAGE: English 

AB This study determined effects of day of oestrous cycle and early 
pregnancy on sulfated glycoprotein-1 (SGP-1) expression in ovine 
endometrium. A 364-bp clone of the ovine SGP-1 mRNA was amplified from 
reverse transcribed Day-15 cyclic endometrial mRNA using the polymerase 
chain reaction (PCR) and primers specific for the rat SGP-1 mRNA sequence. 
Nucleotide sequence of the ovine SGP-1 cDNA shared significant identity 
with rat SGP-1 and human prosaposin. Ewes (n = 40) were hysterectomized on 
either Day 1, 6, 11, 13 or 15 of the oestrous cycle or on Day 11, 13, 15, 
17 or 25 of early pregnancy. Total cellular RNA was 
isolated from endometrium and subjected to Northern and slot blot 
hybridization analyses using an antisense cRNA probe transcribed from the 
ovine SGP-1 cDNA clone. A single 2.6-kb mRNA transcript was detected by 
Northern hybridization analyses. Slot blot hybridization analyses 
indicated that steady-state levels of endometrial SGP-1 mRNA varied during 
the oestrous cycle (cubic, P < 0. 02) and increased between Day 11 and Day 
25 of early pregnancy (linear, P < 0.01). On Days 11, 

13 and 15, endometrial SGP-1 mRNA levels were greater in pregnant ewes 
than in cyclic ewes (day x pregnancy status, P < 0.01) . 

Immunohistochemical localization of SGP-1 in uterine tissues with rabbit 
anti-rat SGP-1 antibody revealed intense immunoreactivity associated 
primarily with the endometrial epithelium. These results indicate that the 
ovine endometrium expresses SGP-1, a prosaposin, and that SGP-1 expression 
varies during the oestrous cycle and is enhanced by the conceptus . The 
presence ot SGP-1 in the endometrium suggests intracellular and 
extracellular roles for this protein in glycosphingolipid metabolism or 
transport in the uterine environment. 
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CORPORATE SOURCE: Anatomy/Cellular Biology Department, Tufts University, 136 

Harrison Avenue, Boston, MA 02111, United States 
SOURCE: Biology of Reproduction, (1993) 48/3 (446-453). 

ISSN: 0006-3363 CODEN: BIREBV 
COUNTRY: United States 

DOCUMENT TYPE: Journal; Article 

FILE SEGMENT: 003 Endocrinology 

021 Developmental Biology and Teratology 

029 Clinical Biochemistry 

LANGUAGE: English 
SUMMARY LANGUAGE: English 

AB Administration of estradiol-17 . beta . (E) to ovariectomized (ovx) sheep 

results in the synthesis and release of an M(r) 90 000-92 000 glycoprotein 
into the oviductal lumen and into culture medium of ampullar explants 
(Biol Reprod 1992; 47:889-902). The objective of this study was to 
determine when • and from what region of the oviduct the M(r) 90 000-92 000 
glycoprotein is synthesized and released during early 
pregnancy. Estrous ewes were bred to intact rams of known 
fertility, and oviducts were obtained at estrus (Day 0) and at Days 1.5, 
2, 3, 4, 6, and 16 of pregnancy. Pregnancy was verified by the presence of 
a fertilized egg or developing conceptus and a functional corpus luteum. 
Oviductal secretions were collected by flushing oviducts with saline and 
by explant culture. The oviductal fimbria, ampulla, and isthmus were 
individually cultured (24 h) in the presence of 3H-leucine (3H-leu) or 3H- 
glucosamine (3H-glcN) . The presence of the M(r) 90 000-92 000 glycoprotein 
in oviductal flushings and culture medium was determined by fluorography 
and Western blotting. The M(r) 90 000-92 000 protein was present in SDS 
gels and blots of oviductal flushings from animals through Days 4-6 of 
pregnancy, but not in flushings from Day 16 pregnant animals or from ovx, 
untreated animals. This protein was present in 3H-leu- and 3H-glcN-labeled 
culture medium of the oviductal ampulla (Days 0, 1.5, 2, 3, 4, 6, and 16) 
and fimbria (Days 0, 1.5, 2, 3, and 4) during early 
pregnancy. The M(r) 90 000-92 000 protein was not detected in 
oviductal ampulla or fimbria culture medium obtained from ovx animals, nor 
was it present in culture medium of the isthmus oviduct obtained from 
estrous and pregnant animals. These data show that the E-dependent M(r) 90 
000-92 000 glycoprotein is synthesized and released by the oviduct in a 
temporally and regionally specific manner during early 
pregnancy as the gametes and fertilized egg are traversing the 
tube and prior to a systemic rise in progesterone. 
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AB Bacterial cell walls contain peptidoglycan (PTG) , which, among other 
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actions, induces fever. The present experiment evaluated the effects of 
PTG treatment on early pregnancy and blood plasma 

concentrations of reproductive hormones. Ewes were injected i.v. with 
saline or 15, 30 or 60 .mu.g kg(-l) sonicated PTG (Streptococcus pyogenes) 
on day 5 after .mating.. Each dose of PTG induced fever. Pregnancy rate at 
day 25 was not related to incidence of fever but tended to differ among 
treatments (control, 100%; low, 100%; medium, 67%; high, 60%; P < 0.08). 
Combined pregnancy rate in ewes from control and low dose groups (100%) 
was greater than that in ewes from medium and high dose groups (64%, P < 
0.01). Ewes with high 13, 14-dihydro-15-keto-prostaglandin F (2. alpha.) 
(PGFM) concentrations had lower pregnancy rates (6 of 10) than those with 
low concentrations of PGFM (11 of 11; P < 0.05). Mean Cortisol 
concentrations were higher in treated (2.8 .+-. 0.28 .mu.g dl(-l)) than in 
control (1.1 .+-. 0.03 .mu.g dl(-l)) ewes (P < 0.01); the pattern of 
secretion was biphasic and increased in all treated ewes (P < 0.01). 
Neither means nor profiles of oestradiol differed with treatment. Mean 
concentrations and the pattern of concentrations of progesterone were 
reduced in all treated ewes, as indicated by the time by treatment and 
linear interaction with treatment (1.2 .+-. 0.1 versus 1.6 .+-. 0.1 ng 
ml(-l), P < 0.01). Patterns of LH pulses did not differ from 0 to 4 h or 
24 to 28 h after treatment; mean plasma LH concentration was lower in ewes 
treated with 0, 15 or 30 .mu.g PTG kg(-l) than with 60 .mu.g PTG kg(-l) (P 
< 0.01). Pregnancy status was not related to plasma concentrations or 
patterns of LH, oestradiol, progesterone or Cortisol. Inflammatory 
mediators, such as PGF (2 . alpha . ) , may act directly on the embryo or uterus 
in ewes treated with PTG. 
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2002:457053 BIOSIS 
PREV200200457053 
'Sequential expression of specific genes during 
early pregnancy of somatic-cell 
clone-recipient cows . 

Kizaki, Keiichiro (1); Ishiwata, Hiroko (1); Hirasawa, 
Akira; Shiojima, Satoshi; Katsuma, Susumu; Ikawa, Hiroshi; 
Imai, Kei (1); Takahashi, Toru (1); Takahashi, Seiya; 
Akagi, Satoshi; Tsujimoto, Gozo; Hashizume, Kazuyoshi (1) 
(1) Department of Developmental Biology, National Institute 
of Agrobiological Sciences, Tsukuba Japan 

Biology of Reproduction, (2002) Vol. 66, No. Supplement 1, 
pp. 242-243. print. 

Meeting Info. : 35th Annual Meeting of the Society for the 
Study of Reproduction Baltimore, Maryland, USA July 28-31, 
2002 

ISSN: 0006-3363. 

Conference 

English 

56 BIOSIS COPYRIGHT 2003 BIOLOGICAL ABSTRACTS INC. 
2002:405833 BIOSIS 
PREV200200405833 

Abnormal expression of trophoblast major histocompatibility 
complex class I antigens in cloned bovine 
pregnancies is associated with a 
pronounced endometrial lymphocytic response. 
.Hill, J.onathan R. (1); Schlafer, Donald H.; Fisher, 
Patricia J.; Davies, Christopher J. ■ 

(1) Department of Clinical Sciences, College of Veterinary 
Medicine, Cornell University, Box 34, Ithaca, NY, 
14853-6401: jrh35@cornell.edu USA 

Biology of Reproduction, (July, 2002) Vol. 67, No. 1, pp. 
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55-63. print. 

ISSN: 0006-3363. 
DOCUMENT TYPE: Article 
LANGUAGE : English 

AB Early embryonic losses are much higher in nuclear transfer (cloned) 

pregnancies, and this is a major impediment to improving the efficiency of 
cloned animal production. In cattle, many of these losses occur 
around the time of placental attachment from the fourth week of gestation. 
We studied the potential for altered immunologic status of cloned 
pregnancies to be a contributing factor to these embryonic losses. 
Expression of major histocompatibility complex class I (MHC-I) by 
trophoblast cells and distribution of endometrial T-lymphocyte numbers 
were investigated. Six 5-wk-old cloned pregnancies were generated, and 2 
others at 7 and 9 wk were also included, all derived from the same fetal 
cell line. All 8 cloned placentas displayed trophoblast MHC-I expression. 
None of the 8 controls (4-7 wk old) showed any MHC-I expression. The 
percentage of trophoblast cells expressing MHC-I varied in the clones from 
17.9% to 56.5%. Numbers of T lymphocytes (CD3+ lymphocytes) were 
significantly higher in the endometrium of the majority of cloned 
pregnancies compared with controls. In the cloned pregnancies, large 
aggregates of T cells were frequently observed in the endometrium in 
addition to increased numbers of diffusely spread subepithelial 
lymphocytes. As trophoblast MHC-I expression is normally suppressed during 
early gestation, the observed MHC-I expression in the cloned pregnancies 
is likely to have induced a maternal lymphocytic response that would be 
detrimental to maintaining viability of the cloned pregnancy. These 
findings support a role for immunologic rejection in the syndrome of early 
embryonic loss in cloned bovine pregnancies. 
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Conception Factor (ECF) test for determining pregnancy 

status of dairy cattle. 
AUTHOR(S): Cordoba, M. C . ; Sartori, R. ; Fricke, P. M. (1) 

CORPORATE SOURCE: (1) Department of Dairy Science, University of Wisconsin, 
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ISSN: 0022-0302. 
DOCUMENT TYPE: Article 
LANGUAGE: English 
SUMMARY LANGUAGE: English 

AB The Early Conception Factor (ECF) test is a commercially available 
qualitative assay that reportedly detects a pregnancy-associated 
glycoprotein present in bovine serum within 4 8 h after 

conception. One concern with previous assessments of this test is that 
animals with viable embryos early during pregnancy 

that subsequently undergo embryonic loss before pregnancy diagnosis 
increase the rate of false-positive results and bias the assessment. To 
preclude this possibility, noninseminated Holstein cows (n=9) and heifers 
(n=8) were evaluated as an unequivocal source of nonpregnant animals, and 
Holstein cows (n=17) and heifers (n=l) inseminated at estrus and in which 
at least one embryo of transferable quality was recovered at a nonsurgical 
flush 6 d after artificial insemination were evaluated as an unequivocal 
source of pregnant animals. Blood samples were collected from all animals 
6 d after estrus, which was immediately before embryo collection in 
pregnant animals. Each serum sample was evaluated using two ECF test 
cassettes (tests 1 and 2), and the result of each test cassette was 
interpreted by two independent readers (readers I and 2). Test 
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sensitivity, specificity, positive predictive value, negative predictive 
value, and accuracy were 86, 4, 49, 23, and 46%, respectively. Although 
the observed agreement between readers (91% for test 1; 89% for test 2) 
and between tests for the same serum sample (94% for reader 1; 91% for 
reader 2) was high, the overall rates of false-positive and false-negative 
ECF test results were 96 and 14%, respectively. We conclude that the ECF 
test is an unreliable method for determining pregnancy status of dairy 
cattle on day 6 after estrus. 
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1999:540023 BIOSIS 
PREV199900540023 
Early pregnancy diagnosis in 

goats by determination of pregnancy-associated 
glycoprotein concentrations in plasma samples. 
Gonzalez, F. (1); Sulon, J.; Garbayo, J. M.; Batista, M. ; 
Cabrera, F.; Calero, P.; Gracia, A.; Beckers, J. F. 
(1) Reproduction and Obstetrics, Faculty of Veterinary, 
University of Las Palmas de Gran Canaria, Arucas, 35416, 
Las Palmas Spain 

Theriogenology, (Sept., 1999) Vol. 52, No. 4, pp. 717-725. 
ISSN: 0093-691X. 
Article 
English 
English 

Different RIA systems available for measuring the concentrations of 

pregnancy-associated glycoproteins (PAGs) in dairy goats were 

compared in order to evaluate their accuracy in early 

pregnancy diagnosis. Plasma concentrations of PAGs were determined 

by 3 heterologous RIA systems with a bovine PAG standard and 

tracer in combination with antisera anti-ovine PAG (RIA 1), anti-caprine 

PAG55+62 (RIA 2), anti-caprine PAG55+59 (RIA 3), and by 2 homologous RIA 

systems that employed caprine PAG55+62 and caprine PAG55+59 and their 

specific antisera (RIAs 4 and 5, respectively) . In all of the RIAs, the 

mean concentrations of PAGs were significantly higher (P<0.01) in pregnant 

than in nonpregnant goats from Day 21 onwards after breeding. On Day 21, 

the accuracy rates of early pregnancy diagnoses were 

56% (RIA 1), 96% (RIA 2), 99% (RIA 3), 95% (RIA 4) and 90% (RIA 5), 
whereas on Day 28 these rates were >99% for RIAs 2, 3, 4 and 5. The -RIAs 
for PAGs depend on proteins from theplacenta being present in maternal 
plasma and require only a single sample of blood, to distinguish pregnant 
goats from those that fail to return to estrus for other reasons. The 
homologous and semi-heterologous assays are highly accurate as 
early as Day 21 of pregnancy. 
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Recent developments and potentialities for reducing embryo 
mortality in ruminants: The role of IFN-tau and 
other cytokines in early pregnancy. 

Martal, J. (1); Chene, Nicole; Camous, Sylvaine; Huynh, L.; 
Lantier, F. ; Hermier, Paloma; L'Haridon, R. ; Charpigny, G . ; 
Charlier, Madia; Chaouat, G. 

(1) Unite d' Endocrinologie de l'Embryon, Station de 

Physiologie Animale, INRA, 78352 Jouy-en- Josas Cedex France 

Reproduction Fertility and Development, (1997) Vol. 9, No. 

3, pp. 355-380. 

ISSN: 1031-3613. 

General Review 

English 
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AB This review considers the potential reduction of embryo mortality in vitro 
and in vivo in ruminants . Data on cytokines provided by 
different fields of reproductive immunology and biology were collated. 
Because of the crucial importance of the local interactions between the 
embryo and its dam, the expression of growth-factor and cytokine genes was 
analysed in the embryo proper, trophoblast, oviduct and endometrium by 
reverse transcriptase polymerase chain reaction in sheep and in 
cattle during the pre- and periimplantation periods. Many 
deleterious cytokines, such as tumour necrosis factor-alpha, 
interferon-gamma (IFN-gamma) , interleukin-2 (IL-2), and beneficial 
cytokines, such as transforming growth factor-beta, leukaemia inhibiting 
factor, colony-stimulating factor-1 (CSF-1), ganulocyte-macrophage CSF, 
IL-1, IL-3, IL-4, IL-6, IL-10 and IFN-tau appeared to be involved in 
embryo survival in ruminants and other species. Their 

administration is efficient in a murine experimental model (CBA/J times 
DBA/2) of embryonic and fetal mortality. For instance, recombinant ovine 
IFN-tau (roIFN-tau) injected at the moment of implantation drastically 
reduces embryonic mortality in this model. In ruminants, 
roIFN-tau and recombinant bovine IFN-tau are very efficient in 
maintaining progesterone luteal secretion in cyclic animals. The 
involvement of IFN-tau in the mechanisms of maternal pregnancy recognition 
are particularly detailed in relation to inhibition of 

13, 14-dihydro-15-keto-prostaglandin F-2alpha (PGFM) pulses and oxytocin 
uterine receptivity. A synthetic model of the anti-luteolytic effects of 
IFN-tau on the endometrial cell is proposed. Finally, the particular 
potential of serum pregnancy-specific proteins (PSPs: PSPB, PSP60, 
pregnancy-associated glycoprotein) for monitoring embryo 
survival, with examples given for cattle and sheep is 
underlined. 
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Zoli, A. 
(1) Serv 

de l'Univ. de Liege Bd de Colonster 20, 
Liege 1. Belgium 

Annales de Medecine Veterinaire, (1995) Vol. 139, 
pp. 177-184. 
ISSN: 0003-4118. 
Article 
French 

French; English 

Isolation and partial characterization of an ovine Pregnancy-Ass^ 
Glycoprotein (oPAG) An ovine Pregnancy-Associated 

Glycoprotein (oPAG) has been isolated from fetal cotyledons by the 

means of ammonium sulfate precipitations and different liquid 

chromatographies . The bovine PAG was used as standard and tracer 

to monitor the oPAG in each step of isolation. Ovine PAG seems to be an 

heterogeneous group of glycoproteins of molecular mass ranging 

from 47 to 67 kD. Molecular cloning of its cDNA revealed that ovine and 

bovine PAG share 8 6% nucleotide sequence identity and both belong 

to the aspartic proteinase family ( gtoreq 50% amino acid sequence 

identity to pepsin and cathepsins D and E) . However neither bovine 

nor ovine PAGs do not appear to be enzymatically active. The oPAG's cDNA 

codes for a polypeptide of 382 amino acids long that is synthesized by 

trophoblastic binucleate cells since day 18 post conception and detected 

in maternal circulation since day 24 p.c. The detection of oPAG could be 
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used for early diagnosis of pregnancy and 

determination of early embryonic mortality in sheep and other 
domestic and wild ruminants. 

L78 ANSWER 39 OF 56 BIOSIS COPYRIGHT 2003 BIOLOGICAL ABSTRACTS INC. 

ACCESSION NUMBER: 1995:165689 BIOSIS 

DOCUMENT NUMBER: PREV199598179989 

TITLE: Data to the early pregnancy 

diagnosis by ultrasonography in cattle, 
pigs and horses: Short second communication. 

AUTHOR(S): Szenci, Otto 

CORPORATE SOURCE: Istvan u. 2, Budapest H-1078 Hungary 

SOURCE: .Magyar .Allatorvosok Lapja, (1995) Vol. 50, No. 1, pp. 

25-26. 

ISSN: 0025-004X. 

DOCUMENT TYPE: Article 

LANGUAGE: Hungarian 

SUMMARY LANGUAGE: Hungarian; English 

AB Accurate and early detection of pregnant and 

nonpregnant animals has become a key to good breeding management because 
it is an essential factor for monitoring and controlling fertility in food 
animals and horses. One of the most recent techniques for early 
pregnancy diagnosis in cattle, pigs and horses on the 

farm is the B-mode ultrasonography. The author makes acquainted with the 
papers (4a-4d) published together with his coworkers and abstracts (4e-4i) 
presented at different congresses in English which deal with the accuracy 
of early pregnancy diagnosis in cattle, pigs 

and horses made by the first battery-operated, portable ultrasonic 

scanner. The scanner was made by a Hungarian invention in Canada. For 

detecting the pregnant /nonpregnant animals, the ultrasonic method gives a 

high accuracy: between the 25th to 29th day in the cattle, the 

23rd to 24th day in pigs, after the artificial insemination, and between 

the 20th to 24th day in horses after the mating. In cattle the 

determination of bovine pregnancy associated 

glycoprotein may help in the detection of false diagnoses . 

L78 ANSWER 40 OF 56 BIOSIS COPYRIGHT 2003 BIOLOGICAL ABSTRACTS INC. 
ACCESSION NUMBER: 1995:431300 BIOSIS 
DOCUMENT NUMBER: • PREV1 995 98 4 4 5600 

TITLE: Oviduct proteins in fertilization and early 

embryo development . 
AUTHOR(S): Nancarrow, C. D.; Hill, J. L. 

CORPORATE SOURCE: CSIRO Div. Anim. Prod., Clunies Ross St., Prospect, NSW, 

Locked Bag 1, Delivery Cent., Blacktown 2148 Australia 
SOURCE: Journal of Reproduction and Fertility, (1995) Vol. 0, No. 

SUPPL. 49, pp. 3-13. 
ISSN: 0022-4251. 
Article 
English 

The oviduct controls the environment in which the gametes are transported 
and fuse, and in which embryonic development begins. The ultrastructural 
topography of the ampulla and isthmus is similar, consisting of ciliated 
and secretory cells, but a different array of proteins is secreted by each 
segment along with various serum components. Amino acids are selectively 
secreted by the oviduct; these amino acids probably interact with the 
gametes or embryo to facilitate the processes of fertilization and 
development. An oviduct-specific glycoprotein is synthesized by 
the ampulla of sheep and cattle in response to oestrogen and 
secreted mainly from day - 1 to day 3 of the ovarian cycle. This 
oestrus-associated glycoprotein (EGP) has a variable molecular 
mass of 80-97 kDa and a pi value ranging from 4.7 to 5.5. The 
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bovine (b) and ovine (o) EGP genes are 95.5% identical and consist 
of 1560 base pairs encoding 519 amino acids containing one N-linked and 
several O-linked glycdsylation sites. The terminal glycosides are 
N-acetylglucosamine and galactose-N-acetylgalactosamine for bEGP, and 
fucose, galactose and sialic acid residues are also identified for oEGP. 
EGP binds to zona pellucida and blastomere membranes, but evidence for EGP 
binding to sperm membranes is equivocal. After in vitro fertilization the 
proportion of sheep oocytes cleaving was increased in the presence of 
oEGP, but when single-cell embryos were cultured with oEGP, these cleavage 
rates were reduced. In addition, consistent positive effects of oEGP were 
observed on blastocyst formation. Elaboration of the mechanism of 
synthesis of EGP, its action and its role in fertilization and embryo 
development is important for our understanding of the events of 
early pregnancy. 

L78 ANSWER 41 OF 56 BIOSIS COPYRIGHT 2003 BIOLOGICAL ABSTRACTS INC. 
ACCESSION NUMBER: 1994:381319 BIOSIS' 
DOCUMENT NUMBER: PREV1 994 97394319 

TITLE: An mRNA encoding an estrogen ( E ) -dependent oviduct- 

specific glycoprotein (Mr90-92 , 000 ) is 
expressed in a temporal and regional specific 
manner during early pregnancy in the 
sheep . 

AUTHOR(S): Desouza, M. M. ; Murray, M. K. 

CORPORATE SOURCE: Tufts Univ., Boston, MA USA 

SOURCE: Biology of Reproduction, (1994) Vol. 50, No. SUPPL. 1, pp. 

96. 

.Meeting Info.: Twenty-seventh Annual Meeting of the Society 
for the Study of Reproduction Ann Arbor, Michigan, USA July 
' 24-27, 1994 

ISSN: 0006-3363. 
DOCUMENT TYPE: Conference 
LANGUAGE: English 
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1994:381183 BIOSIS 
PREV199497394183 

Expression of ovine sulfated glycoprotein- 1 
(oSGP-1) and sulfated glycoprotein- 2 (oSGP-2) 

messenger RNA in ovine endometrium during the estrous cycle 
and early pregnancy. 

Graf, G. A.; Spencer, T. E . ; Bazer, F. W. 
Dep. Anim. Sci . , Inst. Biosciences and Technol., Cent. 
Anim. Biotechnol., Tex. A and M Univ., College Station, TX 
77843-2471 USA 

Biology of Reproduction, (1994) Vol. 50, No. SUPPL. 1, pp. 
62. 

Meeting Info.: Twenty-seventh Annual Meeting of the Society 

for the Study of Reproduction Ann Arbor, Michigan, USA July 

24-27, 1994 

ISSN: 0006-3363. 

Conference 

English 
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1988:437428 BIOSIS 
BA86:89526 

DIFFERENTIAL GLYCOSYLATION OF THE COMPONENTS OF 
THE BOVINE TROPHOBLAST PROTEIN- 1 COMPLEX. 
HELMER S D; HANSEN P J; THATCHER W W 



CORPORATE SOURCE: DAIRY SCI. DEP., UNIV. FLA., GAINESVILLE, FLA. 32611-0701, 
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U.S.A. 

SOURCE: MOL CELL ENDOCRINOL, (1988) 58 (1), 103-107. 

CODEN : MCEND6. ISSN: 0303-7207. 
FILE SEGMENT: BA; OLD 

LANGUAGE: English 

AB The bovine trophoblast protein-1 complex, a major secretory 

product of the day 17 to 18 conceptus, has been implicated in extension of 
luteal lifespan during early pregnancy. This 
glycoprotein complex, identifiable by immunoprecipitation 
procedures utilizing rabbit antiserum to ovine trophoblast protein-1, 
exists as seven isomers of two size classes (22 and 24 kDa) . Culture of 
embroys with tunicamycin demonstrated that the isomers are N-linked 
glycoproteins, as deglycosylated products migrate as a single band 
(18 kDa) during electrophoresis. Culture with deoxymanno j irimycin 
indicated that the 24 kDa form is complex in nature, whereas treatment 
with endoglycosidase H and lectin chromatography indicated that the 22 kDa 
form is a high-mannose type glycoprotein. These results indicate 
that molecular ' weight 'variants of bovine trophoblast protein-1 
arise as a single translation product that undergoes differential 
post-translational glycosylation . 

L78 ANSWER 44 OF 56 BIOSIS COPYRIGHT 2003 BIOLOGICAL ABSTRACTS INC. 
ACCESSION NUMBER: 1982:226742 BIOSIS 
DOCUMENT NUMBER: BA73: 86726 

TITLE: EVALUATION AND MODIFICATION OF A RADIO IMMUNOASSAY FOR 

PREGNANCY SPECIFIC BETA-1 GLYCO PROTEIN. 
BONTE H A; VAN DER SLUIJS VEER G 

STREEKZIEKENHUIS MI DDEN-TWENTE , AFDELING KONINGIN JULIANA, 
BOERHAAVELAAN 65, NL-7555 BB HENGELO. 
SOURCE: J CLIN CHEM CLIN BIOCHEM, (1981 (RECD 1982)) 19 (12), 

1197-1200. 

CODEN: JCCBDT. ISSN: 0340-076X. 
FILE SEGMENT: BA; OLD 

LANGUAGE: English 

AB The radioimmunoassay available for pregnancy-specific .beta.l- 

glycoprotein (SP1) was tested for its ability to detect pregnancy 
prior to the 1st missed menstrual period. The equine serum, used as 
solvent for the standards, did not react like human serum. The standard 
solvent was replaced by bovine serum albumin, 50 g/1, and pooled 
human serum, respectively. Equilibrium and sequential incubation 
procedures were compared. The latter appeared to be more sensitive in the 
low value range and was more suitable for the early detection of 
pregnancy. With standards in albumin, the sequential assay was 
more specific. SP1 could be detected in sera of men and non-pregnant women 
using albumin as standard solvent. This could be due to different cross 
reacting material of the protein matrix or to the presence of SPl-like 
material in human sera. The choice of human male serum seemed most 
practical'. 

L7 8 ANSWER 4 5 OF 56 WPIDS (C) 2003 THOMSON DERWENT 
ACCESSION NUMBER: 2001-218471 [22] WPIDS 

DOC. NO. NON-CPI: N2001-155706 
DOC. NO. CPI: C2001-065291 

TITLE: Determining progesterone content of raw milk, 

useful for indicating the time of estrus and pregnancy, 
comprises contacting milk, with a biosensor. 

DERWENT CLASS: B04 C07 D16 S03 

INVENTOR(S) : ROOSENSCHOON, P L; VERSTEGE, ABM 

PATENT ASSIGNEE (S): (NEDA) NEDAP NED APPARATENFAB NV 
COUNTRY COUNT: 95 
PATENT INFORMATION: 
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PATENT NO KIND DATE 



WEEK 



LA 



PG 



WO 2001014887 Al 20010301 (200122)* EN 16 

RW: AT BE CH CY DE DK EA ES FI FR GB GH GM GR IE IT KE LS LU MC MW MZ 
NL OA PT SD SE SL SZ TZ UG ZW 
W: AE AG AL AM AT -AU AZ BA BB BG BR BY BZ CA CH CN CR CU CZ DE DK DM 
DZ EE ES FI GB GD GE GH GM HR HU ID IL IN IS JP KE KG KP KR KZ LC 
LK LR LS LT LU LV MA MD MG MK MN MW MX MZ NO NZ PL PT RO RU SD SE 
SG SI SK SL TJ TM TR TT TZ UA UG US UZ VN YU ZA ZW 
NL 1012859 C2 20010226 (200129) 
AU 2000066013 A 20010319 (200136) 
EP 1232397 Al 20020821 (200262) EN 

R: AL AT BE CH CY DE DK ES FI FR GB GR IE IT LI LT LU LV MC MK NL PT 
RO SE SI 



APPLICATION DETAILS: 



PATENT NO KIND 



WO 2001014887 Al 
NL 1012859 C2 
AU 2000066013 A 
EP 1232397 Al 



FILING DETAILS: 



APPLICATION 



DATE 



WO 2000-NL580 
NL 1999-1012859 
AU 2000-66013 
EP 2000-953588 
WO 2000-NL580 



20000821 
19990819 
20000821 
20000821 
20000821 



PATENT NO 



PATENT NO 



AU 2000066013 A Based on 
EP 1232397 Al Based on 



WO 200114887 
WO 200114887 



PRIORITY APPLN. INFO: NL 1999-1012859 19990819 

AB WO 200114887 A UPAB : 20010421 

NOVELTY - Determining the amount of progesterone (I) in raw milk of 
cows comprising contacting the milk with a biosensor, is new. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for the 
following: 

(1) a system comprising a biosensor connected to a computer for 
performing the new method; and 

(2) use of a biosensor for determining the amount of (I) in raw milk 
of cows. 

USE - The method and biosensor are particularly applied to 
cows and are used to indicate when they are in heat (for timing of 
insemination) or in-calf (detecting an early pregnancy 
) , or if they have some defect in the reproductive system (claimed) . 

ADVANTAGE - The method provides automated, reliable and inexpensive 
determination of (I) content, over the whole of the concentration range 
0-40 ng/ml. 
Dwg.0/3 
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treating and preventing cancers, pathological 
angiogenesis and loss of body cell mass. 
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PATENT ASSIGNEE (S): (UYMA-N) UNIV MARYLAND BIOTECHNOLOGY INST 

COUNTRY COUNT: 95 
PATENT INFORMATION: 
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WO 2001011048 A2 20010215 (200217)* EN 209 

RW: AT BE CH CY DE DK EA ES FI FR GB GH GM GR IE IT KE LS LU MC MW MZ 
NL OA PT SD SE SL SZ TZ UG ZW 
W: AE AG AL AM AT AU AZ BA BB BG BR BY BZ CA CH CN CR CU CZ DE DK DM 
DZ EE ES FI GB GD GE GH GM HR HU ID IL IN IS JP KE KG KP KR KZ LC 
LK LR LS LT LU LV MA MD MG MK MN MW MX MZ NO NZ PL PT RO RU SD SE 
SG SI SK SL TJ TM TR TT TZ UA UG US UZ VN YU ZA ZW 
AU 2000068947 A 20010305 (200217) 
EP 1250438 A2 20021023 (200277) EN 

R: AL AT BE CH CY DE DK ES FI FR GB GR IE IT LI .LT LU LV MC MK NL PT 
RO SE SI 

APPLICATION DETAILS: 

PATENT NO KIND APPLICATION DATE 

WO 2001011048 A2 WO 2000-US21499 20000805 

AU 2000068947 A AU 2000-68947 20000805 

EP 1250438 A2 EP 2000-957310 20000805 

WO 2000-US21499 20000805 

FILING DETAILS: 

PATENT NO KIND PATENT NO 



AU 2000068947 A Based on WO 200111048 

EP 1250438 A2 Based on WO 200111048 



PRIORITY APPLN. INFO: US 2000-188777P 20000313; US 1999-147825P 
19990806 

AB WO 200111048 A UPAB: 20021129 

NOVELTY - A therapeutic polypeptide (I) selected from MA (undefined), pro 
MA (pMA) and other fully defined sequences as given in the specification, 
is new. 

DETAILED DESCRIPTION - (I) selected from an isolated polypeptide: 

(a) consisting of MA or pro MA (pMA) ; 

(b) comprising fully defined sequences of peptide MA, pMA, MA(S1), 
MA(S2), MA(S3), MA(S5), MA(S9), MA(S10), orMA(Sll) (Pl-7) (synthetic 
mimetics of MA . peptides ) , beta human chorionic gonadotrophin ( beta hCG) 
55-58, beta hCG 55-90, beta hCG 55-91, beta hCG 55-74, beta hCG 6-37, beta 
hCG 6-39, or beta hCG 6-40 (P8-11); or 

(c) functional equivalents of (a) or (b) , is new. 
INDEPENDENT CLAIMS are also included for the following: 

(1) a fusion polypeptide comprising (2 or more) (I) joined via a 
covalent bond to a heterologous polypeptide; 

(2) a peptide isolated from early pregnancy urine 
comprising MA/pMA; 

(3) an isolated nucleic acid (II) encoding (I); 

(4) an expression vector (III) comprising (II) operably linked to a 
promoter; 

(5) a cell (IV) comprising (III); 

(6) an isolated antibody (V) or its fragment which specifically binds 
to (iK- 
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(7) a cell producing (V), produced by fusion of an immortal cell line 
to an immunoglobulin-cell producing plasma cell producing the monoclonal 
antibody; 

(8) an anti-idiotype antibody which binds to a variable domain or 

(V) ; 

(9) a fragment of HUSI-II (undefined) comprising an SH3 motif and 
flanking residues e.g., 40-46, 40-60, 40-59, 40-58, 40-66, 40-67, 40-68; 

(10) expanding (Ml) blood cells in vitro comprising contacting blood 
cells with (I) ; 

(11) providing (M2) blood cells comprising administering the blood 
cells expanded. by Ml; . 

(12) detecting (M3) MA/pMA in a biological sample; 

(13) purifying (M4) MA/pMA in a biological sample; 

(14) producing (M5) a peptide library for screening for a therapeutic 
effect from anti-human immunodeficiency virus (HIV) effects, anti-cancer 
effects, anti-wasting effects, radioprotective effects, anti-angiogenic 
effects, anti-inflammatory effects and pro-hematopoietic effects; and 

(15) identifying (M6) peptide having one or more of anti-HIV effect, 
anti-cancer effect, anti-wasting effect, radioprotective effect, and 
pro-hematopoietic effect. 

ACTIVITY - Anti-HIV; cytostatic; virucide; antibacterial; 
antirheumatic; antiarthritic; antidiabetic; immunosuppressive; 
hepatotrophic; neuroprotective; antiinflammatory; dermatological ; 
antianemic; antidiarrheic; vulnerary; vasotropic; osteopathic; 
immunostimulant ; antiparasitic; fungicide; ophthalmological . Simian 
immunodeficiency virus (SIV) (MAC251) induces disease in rhesus monkeys 
similar to acquired immunodeficiency syndrome (AIDS) in humans only with 
much greater rapidity. Therapy with purified MA of 3 monkeys with 
end-stage disease infected 13-14 mos earlier was initiated when the 
animals were losing weight, highly viremic (plasma virus 0.5 to 3 multiply 
10 to the power of 6 copies of SIV RNA/ml by nucleic acid sequence based 
amplification (NASBA) ) , and developing pancytopenia. Treatment of these 
monkeys with end-stage AIDS with MA at 0.2 mg/kg dose 3 times weekly 
produced no significant change in SIV titer over 6 mos. observation 
period. However, in this period none of the 3 animals died. In contrast, 
most untreated animals died by this period. Also crude urinary 
preparations containing MA, but not crude fractions lacking MA, were 
inoculated subcutaneously . Using a 10 to the power of (4.5) TCID(50) of 
cell free SIV(mac251), the characteristic rise in SIV P27, reduction of 
CD4+T-cells, and weight loss, which occurred in the untreated animals, was 
prevented in MA treated animals. The untreated animals died before 6 mos. 
The treated animals were maintained for 7 mos without weight loss, with 
normal CD4+ T-cell counts, and barely detectable plasma p27 (less than 5 
ng/ml in contrast to over 200 ng/ml in control animals) . However, stopping 
therapy led to rapid onset of virus production and development of 
AIDS-like disease. 

MECHANISM OF ACTION - Angiogenesis inhibitor; gene therapy. 

USE - (I) is useful for inhibiting HIV replication. (I) is useful for 
treating or preventing: 

(a) human immunodeficiency virus (HIV) infection; 

(b) cancer such as brain, breast, lung, pancreatic, prostate or renal 
cancer, or hematopoietic malignancy, preferably Kaposi's sarcoma where (I) 
is administered: 

(i) in conjunction with radiation therapy; or 

(ii) prior to, contemporaneously with or after anticancer 
chemotherapy, or radiation therapy; 

(c) a condition characterized by loss of body cell mass in a subject, 
such as wasting associated with HIV infection, cancer, or hematopoietic 
deficiency; 

(d) a condition associated with pathological angiogenesis, e.g., 
angiogenesis associated with neoplasm; or 
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(e) hematopoietic deficiency: 

(i) resulting from failure or dysfunction of normal blood cell 
production and/or maturation; or 

(ii) associated with neoplastic disease of a hematopoietic origin, 
malignancy, malignant disease of hematopoietic organ, autoimmune 
condition, trauma, radiation exposure (associated with medical therapy or 
anticancer therapy, where the polypeptide is administered prior to, after 
or contemporaneously with the radiation) . 

(I) is also useful in ex vivo gene therapy which involves removing 
cells from the subject, treating the cells with a pro-hematopoietic 
polypeptide to provide an expanded and/or differentiated set of cells, 
where the pro-hematopoietic polypeptide is (I), transforming cells and/or 
expanded and/or differentiated cells with a therapeutic expression vector 
to provide transformed cells, and returning transformed cells to the 
subject. The method further involves increasing the blood count of at 
least one class of blood cells in the subject by administering to the 
subject (I) . The therapeutic vector used in the above mentioned method 
expresses a polypeptide which is dysfunctional or lacking in the subject, 
or a polypeptide which produces a therapeutic effect in the subject. The 
cells which are removed from the subject are preferably hematopoietic 
cells (all claimed) . (I) is also useful for treating bacterial infections, 
chronic diarrhea, anemia, autoimmune disease, rheumatoid arthritis, 
diabetes, chronic hepatitis, systemic lupus erythematosus, wound, burn, 
inflammation (especially of the cornea), osteoporosis, parasitic 
infections and fungal infections. 
Dwg.0/17 
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PRIORITY APPLN. INFO: US 1999-122400P 19990302 
AB WO 200051520 A UPAB: 20001102 

NOVELTY - A composition (I) for testing pregnancy of an animal, comprises 

an antibody to an early pregnancy factor (EPF) of an 

animal conjugated to a label. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for the 

following: 

(1) a test device (II) for detecting an animal EPF, comprising: 

(a) a porous solid phase material capable of conveying a liquid 
sample in a fluid flow direction generally parallel to the length of the 
test device; 

(b) sample receiving zone within the porous solid phase material, 
where the sample and other assay reagents may be contacted with the 
device; and 

(c) an antibody zone within the porous solid phase material, 
comprising an immobilized antibody to the EPF of the animal disposed at a 
downstream location from the sample receiving zone; 

(2) isolating (III) an antibody to an EPF, comprising injecting a 
biological fluid comprising EPF of the animal to another animal which is 
capable of producing antibody to the biological fluid, isolating 
antibodies and removing non-early EPF antibodies; 

(3) a liquid sampling tube, comprising a base portion having an inlet 
for allowing a liquid sample to enter into the tube, a body portion having 
at least one opening and a top portion for enclosing the tube; and 

(4) a bovine pregnancy testing kit (IV), comprising a 
bovine pregnancy test device and a liquid sampling tube. 

USE - (I) or (II) is useful for determining pregnancy of an animal, 
especially a cow which is pregnant for less than 100 days, 
especially from 20-40 days, by obtaining a liquid biological sample such 
as urine, saliva, milk, perspiration (or their combinations), preferably 
serum and testing for the presence of EPF in the sample (claimed) . 

ADVANTAGE - The pregnancy detection method facilitates 
early detection of the pregnancy as early as 
30-48 hours after insemination. 
Dwg. 0/6 
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PATENT NO 
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APPLICATION 


DATE 


WO 8908668 
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WO 19! 


39-FR115 


19890317 


FR 2628743 


A 


FR 19! 
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19 


880318 


EP 406281 
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EP 19! 


39-903756 


19 


890317 


ES 2017811 


A 


ES 19! 


39-978 . 


19 


890317 


JP 03504236 
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JP 19! 


39-503451 


19 
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EP 406281 
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EP 19! 


39-903756 


19 


890317 






WO 19! 


39-FR115 


19 


890317 


DE 68902233 
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DE 19! 


39-602233 


19 


890317 






EP 19! 
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19890317 






WO 19! 
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19 


890317 



FILING DETAILS: 



EP 406281 
DE 68902233 



Bl Based on 
E Based, on 
Based on 



WO 8908668 
EP 406281 
WO 8908668 



PRIORITY APPLN. INFO: FR 1988-3590 19880318 

AB WO 8908668 A UPAB: 19930923 

New protein, designate PSP (pregnancy serum protein) 60 and specific for 
pregnancy in mammals, has an N-terminal sequence of formula X-Gly-Ser-X 
-Leu-Thr-Thr-His -Pro-Leu-Arg-Asn-Ile -Lys-Asp-Leu-Val -Tyr-Met-Gly-X 
-Ile-Thr-Ile-Gly -Thr-Pro-Pro-Gln -Glu-Phe-Gln-Val-Val-Phe-Asp 
-Thr-Ala-Ser-X- (X is probably Asn) . PSP60 has mol wt about 60.000 
(polyacrylamide electrophoresis under denaturing conditions) and 
isoelectric point about 5.5. 

USE - Detection of PSP60 in the blood (esp of ruminants) 
provides early detection of pregnancy, while a 

decrease in its concn is indicative of death of the embryo. It is detected 

by immunoassay with specific mono- or polyclonal antibodies. 

0/6 
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'Cecils producing early pregnancy 
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WO 8605498 A 19860925 (198640)* EN 20 

RW: AT BE CH DE FR GB IT LU NL SE 

W: AU GB JP US 

AU 8655897 A -198 610135(198 651) 

JP 62502304 W '19870910 (198742) 

GB 2192634 A 19880120 (198803) 

EP 262119 A 19880406 (198814) EN 

R: AT BE CH DE FR IT LI NL SE 

GB 2192634 B 19900321 (199012) 

APPLICATION DETAILS: 

PATENT NO KIND APPLICATION DATE 

WO 8605498 A WO 1986-AU60 19860312 

JP 62502304 W JP 1986-501847 19860312 

GB 2192634 A GB 1986-20636 19860312 

EP 262119 A EP 1986-901744 19860312 



PRIORITY APPLN. INFO: AU 1985-2402 19850912; AU 1985-9664 

19850312; AU 1985-9750 19850315; AU 

1986-55897 19850320 

AB WO 8605498 A UPAB : 19930922 

Method for producing early pregnancy factor (EPF) from 

any mammalian cell source comprises growing a selected cell which produces 
EPF in a culture medium to produce a supernatant medium contg. EPF and 
other prods, and harvesting the supernatant medium to obtain the EPF. The 
cells may be choriocarcinoma cells, human myeloma cells or human 
lymphoblastic cells . The purified EPF may be used to produce monoclonal 
antibodies . 

USE - The antibodies can be used to detect EPF in human serum or 
urine for pregnancy diagnosis, e.g. in a home pregnancy testing kit or for 
detecting pregnancy in the horse and cattle industries and in. 
the preservation of endangered species. 
0/0 
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WO 8600623 A 
EP 188551 A 
US 4755460 A 



APPLICATION DATE 

WO 1985-US1288 19850708 

EP 1985-903612 19850708 

US 1984-628571 19840706 



PRIORITY APPLN. INFO: US 1984-628571 19840706 

AB WO 8600623 A UPAB: 19930922 

(1) Isolated pure bovine pregnancy antigen for detecting and 
determng. pregnancy in cattle consists of a glycoprotein (I) 
obtd from a pregnant bovine animal is new. 

(I) binds adenine dinucleotide; it has immunoreactive portions of 
molecular wt . 158000-263000; it contains N-acetylglucosamine, galactose 
and L-fucose and D-mannose and/or D-glucose; it has an isoelectric point 
of 4.5-5.5; and it gives a blue stain with Coomassie blue. 

(I) produces an antibody to which bovine luteinising 
hormone, haemoglobin, albumin, IgG, fibrinogen fetuin and 
alpha-f etoprotein are not cross-reactive. (2) Monoclonal antibody 
produced by a hybridoma formed by fusing cells from a mouse myeloma line 
and spleen cells from a mouse previously immunised with (I), and with 
which the antibody reacts, is new. The hybridoma is esp. ATCC HB 8846. 

USE/ADVANTAGE - The antigen and/or antibody are used for the 
detection and supervision of bovine pregnancy at an 
early stage . i^Blood, urine, milk or tissue extract from the 
bovine is tested for the antigen by contact with antiserum to it . 
0/2 
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AB DD 236177 A UPAB: 19930922 

In an early pregnancy .test for agricultural animals, 
(a) a heterologous antiserum against early pregnancy 
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serum of the species to be tested is prepared, and (b) the antiserum is 
absorbed with non-pregnant serum of the same species and subsequently used 
in a crossed Immunoelectrophoresis or other serological in vitro detection 
method. 

- Systematic early detection of pregnancy in farm 
animals (especially cattle, pigs and sheep) , for monitoring of 
fertility and early recognition of sterility problems. Simple, rapid and 
cheap test giving sure diagnosis of pregnancy even in the pre-implantive 
phase . 
0/0 
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The cattle are injected subcutaneously with 2000-3000 units 

(mouse) units (800-1200 international units) on the 16th or 32nd day after 

insemination. 60-80 days after insemination rectal examination shows no 

hormonal stimulation in pregnant cattle. Non-pregnant 

cattle show positive stimulation. 

USE/ADVANTAGE - More efficient early diagnosis of 
pregnany esp. in longhorned cattle. 

Typically, injections with Gravohomone preparate do not cause 
abortion and give high effectivity of early diagnosis of 
pregnancy. Bui . 5/7 . 2 . 84 . 
0/0 
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PRIORITY APPLN. INFO: GB 1978-50234 19781229; GB 1979-43682 

19791219 

AB NL 7909362 A UPAB : 19930902 

Method of monitoring pregnancy in milk-producing livestock (esp. dairy 
cattle) comprises determining the concn. of estrogen conjugates 
(I) in a sample of (or derived from) the milk of the animal, and. comparing 
the result with the av. concn. of (I) in milk from non-pregnant animals of 
the same species. 

The test is based on the fact that the concn. of (I) in milk from 
pregnant animals is significantly higher than in milk from non-pregnant 
animals. It can be performed on a routine basis and provides an 
early indication of pregnancy (within 15-20 days of 

insemination) ; it also provides a measure of the health of the foetus in 
the later stages of pregnancy. 
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19750808 

AB DE. 2551431 A UPAB: 19930901 

New anti-embryo serum is produced by immunizing >=1 animals with a 
homogenate of embryo or selected embryo parts, embryo extract, purified 
embryo fractions or the blood of pregnant animals, unimportant antibodies 
being removed by selective adsorption of tissue homogenates other than 
embryos, uteri, ovaries and teh blood of pregnant animals. Procedure for 
the diagonosis of pregnancy in animals involves the use of antiserum thus 
produced in the testing of mammalian blood using methods which permit the 
detection of antigens, pref. agglutination agglutination inhibition, 
precipitation and/or radioimmunological methods. Used in early 
detection of pregnancy in animals such as sheep, cattle 

horses, pigs, dogs and goats as well as in humans. Unlike pregnancy tests 
involving the measurement of HCG, the new method is highly specific and 
does not give false positive results in the presence of such non-pregnancy 
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Compn. for early detection of pregnancy in domestic 

animals, 

contng. androgens and estrogens in an amount adapted to the 
animal species. 

Early detection of pregnancy in such 
non-menstruating 

domestic animals as horses, cattle and pigs in which pregnancy 
is 

otherwise difficult to detect in the early stages . 
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TITLE: Early detection of pregnancy in 
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Compn. for early detection of pregnancy in domestic 

animals, 

contng. androgens and estrogens in an amount adapted to the 
animal species . 

Early detection of pregnancy in such 
non-menstruating 

domestic animals as horses, cattle and pigs in which pregnancy 
is 

otherwise difficult to detect in the early stages. 

The pref. route of administration is by i.m. injection. 
Between the 12th and 17th days after mating (optimally on the 
15th or 16th day) , the female animal is injected with an androgen 
- estrogen mixture in an experimentally determined 
species-specific dosage. The timing of the injection is less 
critical if long-acting steroid esters are used. If the animal 
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is not pregnant, powerful manifestations of estrus appear between 
the 20th and 24th day. If estrus does not appear, this is taken 
as an indication that the animal is pregnant . This diagnostic 
method has no effect on the fertility of the ova of non-pregnant 
animals and no effect on embryonic development in pregnant 
animals . 
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Pending Nucleic Acid and/or Pending Amino Acid database searches now generate two sets of 
results. These databases were split into to two parts to reduce the time needed fo update the 
databases daily. The split freed up more machine time for processing searches. 

Searches run against the Nucleic Acid Pending database produce two sets of results; with the j 
extensions^ .rnpm and .rnpn • r . , 

Searches run against the Amino Acid Pending database produce two sets of results, with the 
extensions, .rapm and .rapn 

' The Pending database search results should not be left in the case because they 
contain data that is confidential 
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